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•t < mmvmxms&^&tf* % %wkmx& otz 0 ttz, ^ < & & 

[0 0 13] 
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[0 0 14] 

v** WH¥3-503684#&* 0IMW3K2 1) ) . fc«U 

$*L&«v>jt^s»* (3>b^f»#) ^m*ikmwtz 

10 0 15] 

K**^tegfi$M8*s*ffi#- K7^^7* , ;^ , ;-*i^ »*R*&sflK united 

aim-fri"*** (#MHS5 9-2 2 1 3 0 2f «W**2 2) ) > PQ C < «tt 



2004-3050037 



#M 2003-127503 



^- V : 31/ 



- 1 0 8 0 8f (#^^2 4) ) 7& s Wbft&o 
[0 0 16] 

[0 0 17] 

0*1^(£IT, PHB/VfcWEt*ifct**)^PHA, /^-rUT-t 
[0 0 18] 
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&?Zo Tfrii V • 3-*J YuVtTs • H16 ^(Alcaligenes eutropus H16 

> ATCC No. 17699). * ?-un>7 f- 'J * A^(Methylobacterium sp.K 
v=z <y #XJg(Paracoccus sp.K 7^* 'J ^^(Alcaligenes sp.K v-^- 
- K*^*JR(Pseudomonas 5 p.)Of4«Jt:J:4PHB/V04i* ! «flfS*L"C 
v*4(«fW¥5-74492 (4*W ! *K2 5) , #£¥6-15604 

£$£2 6) , #<&¥ 7 -U352^m («WWaR2 7) , #£¥8-19227 
(#W\fcft2 8) )o 
[0 0 19] 

rr^^ef-X • Tv KjJ?9>;* • IFO 13852 ^(Comamonas acidovor 
ansIFO 13852)^\ 3-t Kn^ry-n-» 4-t Kn^y-n-S&f t^^^^ 
-^-^ lc#o P H A * &M~t 2>Zttfffl7f:2 flX v> Z> (#i§¥ 9 -191893 ^> 
Q;®. (mWX1&2 9) )o £<bK. t^v*1-X - ^^lfx.(Aeromonas caviae 

-T* ifc56»HI^**L-CV**(«pBBsp 5-93049 -^<2r# (#^f3 0) , #M¥7 
-265065 (#^ife3 1) )o 

[0 0 2 0] 

W«K«rjjST^jS$ttfc(R)-3-V: Ko^y/f; >VC o At fcl±(R)-3-l£ K 
[0 0 2 1] 

COl'&Rfi^WitiSi^P H B^Sf (P H B #'J^ 9 - ^ PHB 
y>^-b*tU^)-e^)l>o C o A t A (coenzyme A)<M&fo 

[0 0 2 2] 
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[ft 4 4] 




£HR8b&* 3 frbl&BMt TO^NI* (medium-chain-length) <7) 

0 2642937 ^ffl* mW2M3 2) T'ti, K*** • *V*it<7V7s 

• ATCC 29347 ^(Pseudomonas oleovorans ATCC 29347) KWWfcMfifi 
«*ft*tm&ii:KJ:^ ife*«fc**6^e> 12 *W 3 -H Kn*'/7* 

Appl. Environ. Microbiol.. 58> 746(1992) (i^tt5) v 
a — ]>' ^ i- X - l/vV^*7>X(P seudomonas res inovorans) ^ ^ 9 > flfc & 

Kn^yA^t>E 3-t Kn^yt^^>t, Ko * yfA :/gfe«r.x~ 

y f t tS P H A*4It* i tm$*Ltv^, ZZX% JBtfftOliiflSlfci »> 

[0 0 2 3] 
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Int.J.Biol.Macromol., 16(3). 119(1994) QmV&M6) Kit, ->a- 
K^*sp.61-3*fc(Pseudomonas sp. strain 61-3 W^HtHJ'J 

o£3-fc Kn^vT^V* S-^KD^y-S-cis-f-fe^^ 3- 

t Kn^v-5-cis-K7*-te^^ofc3-fc Kn*^W>**Ai9 h t 
t4 P H A*41t4 ^ fc#«§**itv^ 0 
[0 0 2 4] 

iSBOPHAli^filKTJV*^**^"**^-^-^ h*t>44PHA( 
usual-PHAi:B&-r^^ ? *^>)T^So L^U X *) j£$£ffl&JSffl, 00 

WfcltftTfc*. KW*«itiXLfcPHA(aTx unusual-PHA 

£ * ) **** T^T JH -C* & o 

[0 0 2 5] 

7i -)V^^-f &unusual-PHA LTfi, Macromolecules 
. 24, 5256-5260(1991) 7) . Macromol. Chem. , 191, 1957-19 

65(1990) (^it8) , Chirality, 3. 492-494(1991) teNHfcSfl^ 
) -c\ ya-F^t^ ■ ^l^^^9>^^> 5-7x-^?i^P>, 3-HKD 

fc. Macromolecules. 29, 1762-1766(1996) (##fP^l 0) T?, K 

• a-v**?:'***, 5-(4-h i ;;v)^m(5-(4-^^;v-7^-;v)^ 
mtofrb. 3-t Kn^rv-5-(4-h i ;;V)W^m^-^^ >£^trPHA££jil 
i-^fc^^tLTV^o $P>K. Macromolecules. 32, 2889-2895(1999) (#£ 

1) Kit, va-F^t^ • tVt**7>^^ 5-(2, 4-v-h 
n7x^)tW^ Ku*v-5-(2, 4-^-fn7x-^fi 

j.- ^ > 33*0*3-11 Kn^y-5-(4--bD7x^;i/)^ff^-7 h&^-frP 

[0 0 2 6] 
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^-v : 35/ 



ttz, ^->**3firi"&umisual-PHAOfc L-CJi, Macromol. Chem. 

Phys., 195, 1665-1672(1994) »tttl 2) T% K**X • * V 

ll-7xy^y'>V7'*^'b3-li Ka^fy-5-7x^y^ 

A&£jt1~& t&&ZtlX**&o Macromolecules, 29. 3432-3435(1996 

) (««13) Kf*, ya-KtX-tl/t**7>^\ 6-7i^ 

->/v*-fr>S^f> 3-t: Kn*y-4-7x;#ygt»J.-f hfcitfS-t: Ku* 
i/-6-7x^y^t>^-^ h£#tfPHA£, 8-7xy^/t^^> 
$^e,3-fc: Ko^y-4-7x^«^7 K 3-t: Kn*y-6-7x/ + 

h^iO^-H KD*y-8-7xy*y*?^>I«i-f> 

[0 0 2 71 

SfcJ^ Can. J. Microbiol., 41, 32-43(1995) (^#f«14) "Ctt. ~> 
^-p^* . • ATCC 29347 iS^^- K*** ■ 

? - KT 2442 1*(Pseudomonas putida KT 2442) p-y7;7xMyA 
*-9- p-xbD7x;^yAHVS*^ 3-tKo^ry-p-y7/ 
7xy*y^t>Ki-9 £i±3-fc Kn*->-p-->n7x;*yA*t 
hmPHA*4it4t»§W*o 2989175 -^<2r# 

(#fr^m3 3) 3-KKn*y-5-(*>'7/U*n7x>'*y)f*»3. 
hfc*\/*li3-li Ko^y-5-(y7^n7x^y)^i^^ M*<b 
4>*< fc*>3-K Kn^ry-5-(*/7;vtD7x;+y)A 
;i- h jx-<y b&&W±3-fc KD^fy-5-(-77JHn7x;^y)A> 

[0 0 2 8] 

->^n^^v;v^^^-t^>unusual-PHAh LTl±, Macromolecules 
, 30, 1611-1615(1997) 5) l - S'a- H**X • *V*#?3/ 

* -> ^ n v li v ? n ^ * v ;v WBftrt* £>|£P H A£r h 
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[0 0 2 9] 

ttz, fjfcitiaifiuiALfcPHAon, km (-s-) ossst 

ET'iflBift^'t-^PHAOBBIfet LTti. Macromolecules.. 
3 2, 8315-8318 (1 99 9) &m&$Ml 6) fci±, ->a- K** 
X • -/^-^ (P s e u d omo n a s p u t i d a) 2 7N0lMffl^^ 
t^^Vftl 1- (71-^^7 7-^) *7>TiJ >t?:*f t Lt, 3 — 
(7x^;vx;v77-;v) tfft 3 - Kn#y- 7 - (7 
i-;^;v7 7-;v) ^-y^ >i^^7v-^7 b t LT&tr P HA^^It 
&dfc***^$tLTV^o -eo^. ya-KW-7-f/2 7N0 1 

^ilfcUl 1- (7x^;w;i/7 7^;v) ^v-ftfvgfeo^fc^tri&i&fc'f 

7 * a. V - M" & ^fe^ffl V^f> flX o 
[0 0 3 0] 

ft;, PolymerPre prints, JapanVol49> No.5> 
1 0 3 4 (2 0 0 0) (&mVrtCMil 7) "Ctt, K*** • 7^ (P s 

eudomonas putida) 27N0 l^^fflv^T. ll-[(7x- 
;V^;l/) *;l,-7y~;v] * >f* >flfc**Jt tt 3 - t: Kn* v- 5 
v ? ;i/-f-^W^mS.^3 -fc Kn*v- 7 - [ (7x^;Mf;v) *;V7r-;v] 

■Cv»i,ilU iWi^ •>a-KW-7*fr2 7N0 1*tt> 
[0 0 3 1] 

dttt>mcl-PHA^unusual-PHAOfe^ii, «C«-fcfc&4MtT/l'* S'St 
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-« fe\ PHAy>^-ifHv^)-C*S, ClCl-C, firi£<Z>PHB'frj£8£**iP 
H A^«t:iJ^tif t^S^y v-«g$tLtV^ I? ^ PHB 

[0 0 3 2] 

[0 0 3 3] 
Mb 4 5] 

V'CK,CH 2 CCX3H 

HS— CoA 
acyl-CcA Syoth-it-bse I g Q 

RCH 2 CH 2 CO— SCOA (Acyl-CoA) 
acyl-CoA dehydroger.as* L 

kck : chco— scoa itrans-2, 3-dehydroacyl-CoA) 
enoyl-CoA hydratase 



OK 




{ L- 3 -hydroxy acyl-CoA) 


3-hydroxyacy l-'*oA j 
epimerase | 




H \ 

OK 


^CO— SCO A 

( D- 3 -hydroxy acyl-CoA) 


PHA Synthase 




R. 


poly (D-3-hydroxyalfcanoate) 



-3F> Mfii^A8BW^ fHW+fc£Cfc(R)-3-fcKn*->T 
">;WACP(ACPttt7y;^tU T^nr^f fc-efc&)#>fc3SJfc£*t 
fc(R)-3-fc Kn^->7yKoA^i§t UT, RaUcp HA£-Jft##K* 0 

[0 0 3 4] 
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mmmMin vitro^PHASr^LJ:^ t-tZUfrtfteZvX^&o Proc.N 
atl.Acad.Sci.USA, 92, 6279-6283(1995) (IMMfcfcfcl 8) "Ctt, T frfl 
ijy^7-^.^bD77X (A leal igenes eutrophus) &3fc<7) P H B -8ifcB£* K 3 

^7 f^ibftSPHB^nit^Uv^o ifc. Int. J. Biol. Mac 
romol., 25, 55-60(1999) (^»1 9) T?l±, 7^*'jm 
7r^fi*OPHB#«WU, 3-tKn^y7-fVKoA^3-ii Kn*-> 
/tvy ;vc o A SrflUB d K £ •? > 3 -fc Kn # v-n-@l®^- ^^3- 

«>##T?»i, 9-b Kn^rv/f 'J ;VC o A«rf^ffl$*^fc -^>> * 

#<*>:frfc8#y4fc iot, v-n-f&m^-- ? > «b & & P 

HB^J&£*t£t Ltv^o Macromol. Rapid Commun., 21, 77-84(2000 

B &jmm & fflv^:Wt<0 PHB 3 *i/C V* * o 

[0 0 3 5] 

£ fc, FEMS Microbiol. Lett., 168, 319-324(1998) (^ftBMfc 2 1) 
-eti, ;n7f7A • tfy-^-A (Chromatium vinosum) ft*<7) P H B 

KnWf';A/CoAtftfflS*4itKJ:*), 3-fc Kn + y-n-fiS 

[0 0 3 6] 

Appl. Microbiol. Biotecbnol., 54, 37-43(2000) 2 2) "Cfi, 

~> — • 7x^^; — -^(Pseudomonas aeruginosa) <£> P HA^ft 

Viaxy >*»?>ft4PHAHj£Lt^o 
[0 0 3 7] 
WlWJtl] 

*®#tr1£614665-S§-l»» 
[#ffc£ifc2] 

#<&2pl - 5 7 0 8 7-^-<Zr# 
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WO 94/1098 2&3H 

# HI 3 ? 8- 1 5 1 3 2 2 

Sfcfflzp 8-2 1 7 6 9 1 

#l§Pg 6 1-431119 

1 1 - 1 9 9 5 1 4-^<2r# 

#pgBS60-100516-^-<Zr# 

#M BS62-201816^-<2r# 
[#ff^cmi 0] 

ijf PS¥ 1 - 1 5 8 5 2 9^# 
WMfcfcttl 1] 

mw?-2 - 12481 A^m. 

#^¥3 - 3 2 3 0 2-f-^ 
imtl 3] 

#H!§¥ 2-3 3 0 7 4 1 -^<&# 
l^t^itU 4] 
#Pfl¥4-321622-f-<2r# 
[#^M1 5] 
#^2-503315-^-^ 
»»1 6] 
EPA 0586238 
It^tl 7] 

ffiiE#2 0 0 4-3050037 
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i 

#HPS57-118512-5i-3rf& 

mwxn i s ] 

#BPB61-63613-^-2r# 
#§S¥8-151321-^2r# 

o] 

EP 076566 0-^2r# 
1] 

#^¥3-503684^^ 
[#t£«2 2] 

J&iPS 59-221302 ^-£r# 
MfBfcfclHU 3] 

4-3 0 8 8#<2r# 

[#ff:£$fc2 4] 

#<Zr¥5- 1 0 8 0 8-5§-£r# 
lffl!&tt2 5] 
#PI¥5-74492 ^-2r#£ 
[#^^2 6] 
#<2r¥6-15604 -^2r#& 
[#tt s **ft2 7] 

7 -14352^^ 
2 8] 

#<2r¥8-19227 -^2r# 
[#^m2 91 

#PB¥ 9 -191893 
[#M\fclR3 0] 

#^¥5-93049 ^<2r# 

imf&ttz i] 

7 -265065 
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mwFtms 2] 

2642937 -%r&fflm 

2989175 -%r2M 
Drug Delivery System. 7 (5) .367-371. 1992 
Drug Delivery System. 8(2)> 131-136. 1993 

T _ y^fA (Critical Reviews in Therapeutic Drug Carrier Systems). 12 
5^. 1-9K(1995) 

3-7* 7r-7ya-t^^ -*M J.^^(J-Pharm.Sci.) 
. 75^. 750-755K(1986) 

Appl. Environ. Microbiol.. 58. 746(1992) 

[0<Wfrxm 6 ] 

Int.J.Biol.Macromol.. 16(3). 119(1994) 

Macromolecules. 24. 5256-5260(1991) 

Macromol.Chem.. 191. 1957-1965(1990) 
[##ft:«9] 
Chirality. 3. 492-494(1991) 
0] 

Macromolecules. 29. 1762-1766(1996) 
[*tlrttl 1] 

Macromolecules. 32. 2889-2895(1999) 
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Macromol. Chem. Phys.. 195, 1665-1672(1994) 
WteWZMl 3] 

Macromolecules, 29, 3432-3435(1996) 

mm&XMl 4] 
Can. J. Microbiol.. 41> 32-43(1995) 

i&m&M 1 5 ] 

Macromolecules, 30, 1611-1615(1997) 
IfmVtZMl 6] 

Macromolecules.. 32. 8315-8318 (19 

9 9) 

immxmi 7] 

PolymerPreprints. JapanVol49> No.5, 103 
4 (2 0 0 0) 

l&mv&tti 8] 

Proc. Natl. Acad. Sci.USA. 92, 6279-6283(1995) 
WmVFtttl 9] 

Int. J. Biol. Macromol.. 25, 55-60(1999) 

1] 

Macromol. Rapid Commun.. 21, 77-84(2000) 

Appl. Microbiol. Biotechnol.. 54, 37-43(2000) 
[0 0 3 8] 



tBiE#2 004-3050037 



#12003-127503 



*-*J: 43/ 



[0 0 3 9] 

^ ,j ^ _ offi v^^Hb^ «I^tL/;-7-f 
[0 0 4 0] 

[0 0 4 1] 
[0 0 4 2] 

* USP614665 $ *t£ *° y K n 3r v T ;v % J h ^> * & #?L14 

in situ-e*«i*ll«ffi*&t<oo. ^ttofliaft-eisifc^fettft^-t^a 
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[0 0 4 3] 
[0 0 4 4] 

o 

[0 0 4 5] 

o 

[0 0 4 6] 
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[0 0 4 7] 

mm i ffifc-t h tz &<D^m 

[0 0 4 8] 
[0 0 4 9] 
[0 0 5 0] 
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turn®. ***** h mr mm^mmRxf/ 1 tz «** ®%-f * is t , 

mi BJiffiS. * ^ »±*ffl fi^f & PHA& # tf *W§« £ f*3ffl«**rt & * ^> ^ 
[0 0 5 1] 

[0 0 5 2] 
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1) * Kn^v7;v*^x- h ^£11* 3 -t: Kn^vTyiH 
B«A*^fc< ltt#t^WjWBi:*ft«*tW/oai^A' 

3) iW/01x7;Vy 3 >*f)t»ltil*UKISffiM^#^Ii 

2) |W/OIX"7jl/y3>!r$f)^ ^< V t KD^y7^7 

3) #ij Ko^y7;v*;x- 3-t: Kn^y7y^ffi 

4) iW/O/Wlxvjvy g y^?,tIiI*i*tTilfliM*#l) 
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irf&x*l2:> 

2) iW/Olx^yg^Hi:, ^< t^''J t Kn^v7;v*^ 

-CW/O /WS^^^v a ^ £WiW'&XSfc% 

3) ^'j fc: Kn^y7^yx-f^iti:i *) 3-t: Kn^yTviH 

4) iW/O /Wlx7;Vy h >^t>f ttf latM^i* 

1) Ka^y7;^^-^iif^^'3-li Kn^y7y;H 

2) iW/0I^JVy 3 >t$f»^ *«i:4MRt4i^W/0/Wa 

x7;vy3y^lItOTi:> 

3) Fn^y7JV*/i->W»^ 0 3-t: Fn^y7y^I 
^^A^fi^^^T^ 1 ; fc Kn^y7^*^x- > £ & IS ^ ^ 

4) tw/o/wix"7;^> 3 >i>f)t«i*i*Ltf fait#*#i> 

*SJ:tf3-fc Kn^VT^^W#A**tr*ffl^5WR**TO/Wfflx^A' 
ya^^lft^ISt 

2) #y fc KD^y7^;x- l-fiMW*fcJ: 0 Kn**/T 4 /*i 
^StASrfi-S-^T* 01 ; fc Kn^^r^^x- b 'Sr^t^lSt^ 

3) iO/WlX7;Vyg >^t>flUSB*3t#*W*Xefc> 

tiiiE#2 004-3050037 



#M 2003-127503 



^-v: 49/ 



ft£ J: XT 3 - K n * v T v **** A £Hr tr**! HTO /WM^ » 

2) iO/WSx^y 3 >^t.i:, itil^M^cttO/W/Ol 

3) #y Kn^y7W/i- h*Jfc»*fc * *> 3 -M Kn^vTv;V« 

[0 0 5 3] 
[0 0 5 4] 

^<7)i^^»Si:LTIi> 0Ox.«r, PISJtc^v^Tii. in vitro> in vivoT^F£ 
[0 0 5 5] 

^ * «au t± > ±^<omnt^<ommxm * fro wyo«ft^*"e * * «> 
* 0 ***wwtt. is%> »»i«±^tt»w^ov^T«»tfcm^*<, 



ffilE# 2004-3050037 



S$m 2003-127503 



^-v: 50/ 



[0 0 5 6] 

[0 0 5 7] 

[^<7>^(7)f^] 

>t^trPHAt:J:>), *&v^±PHA4r^#t U^@ffi"^^SW**^ 

[0 0 5 8] 
[0 0 5 9] 
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t,WK7'^- TV'*') - • vXr^ (DDS) ^ffi^T-ffc^Kfci^T— & 

ammvMm^mLxit, wx.ji (-^h, # 

;v h c o n f e i t o ) #t<7}# < <7>^j£&^i-& i n 

> ii#> Will #'j-7-x^-> a 7f'^x, ^'j^-^^^vyg'/ 

WK^^-f^^-'^fA (DDS) ^*^Hb^^^v»T— 

[0 0 6 0] 

i> 1 ooffife ± P H AOffiSi^Oli t LTH Will 

offi • flatus *hr t^fla5t^ofc2ffl^^4a v Hf-^-M 

[0 0 6 1] 



fctifE^F 2004-3050037 
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Ufa, ^y-T'niu ^7 9 7-v*> mm^> > ^mtflfi 

K>ij^-t'J K« Wl&B*Mffiti&:&ft2l*>'*'t-*- > 8 0 0 • 8 1 0 ' 
1 0 0 0, 1 2 0 0*C*4*«ft6-12«)irai Witf*^;^ 

fliFWreS*. *^ PHAt*fii:jl*S*t^^n*^MI:«;tfv^ 
* i** * ffl ^ * £ * a*? # 4 o tK*B l±* £ t ir Z> 

[0 0 6 2] 

? n ij y-t tb *l& o 

[0 0 6 3] 

fc^$**«at#fcStt**« (A) SitfPHA (B) 0*SH«0«»fc 

1) (A) **J|l-03T«^**L, PHA (B) jJ»yi*i:^W, 3 

2) X« (A) **|||fc03TtC«tu PHA (B) ^x^C^i^*, 

3) Xtt (A) m^*^ : i<i^ STO^I^-t^PHA (B) 

4) m (a) ^^pha (b) ^«KkLfc^^nffi*»»aat 

o 

tUSE# 2004-3050037 



#12003-127503 ^-v . 

[0 0 6 4] 

[0 0 6 5] 
[0 0 6 6] 

- h;v) -10 0 ^m<Oil»«iW^^. ISMtt^S^* 

& o 

[0 0 6 7] 
[0 0 6 8] 

2) PHA^^f^I («l/:livx;v) <7>rt»K*£«# (=*7) fcrt 
[0 0 6 9] 
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[0 0 7 0] 

^ £ ^flqft^J^ ^ (A) iSil^PHA (B) <^11MI&<^^ 
. flxtf, J^TOl) ~4) ^tfbtL^o 

1) (A) ^-^TlHUC^ttU PHA (B) &is^)l>K&tti&, 3 

2) (A) ^«Oa7i:titi> PHA (B) ^v^;W^£fr&, 

3) ^rt (A) ^^^^^^<f tt. itH5M^t^PHA (B) 

4) ^Cfc (A) iSi^PHA (B) *«ffl^kt^5^nffi^«|fliaE«:^r-ta^ 

o 

[0 0 7 1] 
[0 0 7 2] 

[0 0 7 3] 

a. - ^ mtm&fc<v^<vftwfrbftm^tmfr7^m-&^xmk 

[0 0 7 4] 
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#0, 2003-127503 



^-v: 55/ 



<r> ^ *• * v m Kttt itrnm t:±»)^^^7h^s-i:^i* 

[0 0 7 5] 

* OfflU JiSB<7Mfc3MM&ri*ifc S *tt: * & # U * K n * >> T *> iJ J b t T 
te 7 jt3^^ 2 4 5 *V-;K m^W.M^S^ 

[0 0 7 6] 

JiiBtf>W *n#-7°-b;Wi. -jKW^tt, W/O/W (Water i n O i 
1 inWater)lx7;Vy 3 y^O/W(Oil inWater)M 

[0 0 7 7] 

miE# 2004-3050037 



&m 2003-127503 



^-v: 56/ 



2) !&3?fcJfcCT, ix7)^>3 >*#H^3K*^«AbT?Ufc3*TW/0/ 

-r &<> 

[0 0 7 8] 

i ) p h a & f> mmfefc *?uu*)v j*m<oisW88& * s -£> 

[0 0 7 9] 

1) «tt#**tf*«»ilE^ PHA******tf3-fcKn*->T->/l/Co 

2) PHA^J&RJ&fcfH-tK*^ «/>JM*oitaRW*^lS$*, 

[0 0 8 0] 

[0 0 8 1] 

mtE# 2004-3050037 



#M 2003-127503 



^-v : 57/ 



2) »x7^B>t, PHA*«***tf3-fc KoW/KoAt* 
[0 0 8 2] 

3) PHA^R£^TU^:i^ «^«ttojt«*«r^*^ 
[0 0 8 3] 

1) *te#**tr**»**> PHA^Mfi3^3-tKn^yT^Co 
[0 0 8 4] 

$ f, l:> P H A **tr W * n * ;V0$Mfe*i*0» 8 <*>®JM± 

i) PHA^aw^i^-tKn^vmco 



mSE#2 004-3050037 



#0 2003-127503 



58/ 



[0 0 8 5] 
[0 0 8 6] 

**^JC3PJffllT«B4PHAfcL"Ctt, Tlfi^: [1] [10] -mStl&^y' 

[0 0 8 7] 
Mb 4 6] 

R1 

I 

|CH 2 )a [1] 
— (-0— CH— CHf-CO-)— 

^cSflS^ (H)Tf**). a* s 0^«b 10 oS^^-ftL^-e***^^-^-^ > 
R 1 ti>K 

[0 0 8 8] 



ffiSE# 2004-3050037 



#M 2003-127503 



^-v : 59/ 



[ft 4 7] 



0 

H 



a ^l^'b7O^<0V^-rtL^^>^)- ; ey-7-^--^ ^ ) 
[0 0 8 9] 
[ft 4 8] 



R2 




GH 2 C2] 



CH 2 )b 

■{— O CH — CH— CO-)- 



(fc£U ^ b (iO^'b7<75^l5:Wv^-ftt^ : S:^L, R 2 tt*#W?-(H), 

-CN, -NO 2 . -CF 3 > -C 2 F 5 RO r -C3F7^?>ft**^«>atf*t 

[0 0 9 0] 
[ft 4 9] 




R3 



(CH 2 )c 



C3] 



— (— O CH — CH— CO-) — 

(fzfzL, **cttl*»e>80aElfcOV>-f*t3ft»«r^U R 3 (±7fc#iE-?-(HK 



ffigE# 2004-3050037 



#M 2003-127503 



^-v : 60/ 



-CN, -N0 2 > -CF 3 > -C 2 F 5 S.y f -C3F7^P>^^^3&^^^ 
[0 0 9 1] 

Hbso] 



^J^Jn -CN, -N0 2 > -CF 3 . -C 2 F 5 ;Rtf-C3F7*&fc*S^&Stf*L 
[0 0 9 2] 

Mb 5 i] 



y^SC^ -CN, -N0 2 , -CF 3 . -C 2 F 5 , -C 3 F 7 . -CH 3> -C 2 H 5 ®.?>- 
[0 0 9 3] 





[53 



|CH 2 )e 
{-0 — CH— CH— CO-} 



tiSiE# 2 0 0 4-3 0 5 0 0 3 7 



#12003-127503 



[It 5 2] 

CH 2 [6] 
CH 2 )f 

— (— O — CH— CH— CO-)— 

[0 0 9 4] 
Mb 5 3] 




[7] 



CH 2 )g 



— {-O — CH— CH— CO-)— 

[0 0 9 5] 
Kfc5 4] 



R6 




S [8] 

CH 2 )h 

— {-O CH— CH— CO-)— 



mM 2003-127503 



^- >* : 62/ 



(fc/~U ^4>hf±1^70^^^T*i.^&^U R 6 liTkiiJIBKHK 

-CN> -N0 2 , -COOR', -S0 2 R'\ -CH 3 , -C 2 H 5 > -C 3 
H 7 , -CH(CH 3 ) 2 . -C(CH 3 )3^^^^^I^ v> Wl^tiL 
. ££T?RMi****(H), Na, K. -CH3Xtr-C2H 5 OV*r*t^* 0, 
R"»i-OH, -ON a, -OK, ^n^/T?-, -O C H 3 ^-0 C 2 H 5 m*-f*t 

^-eab^o ) ; 

[0 0 9 6] 
[ft 5 5] 



R7 




[9] 



jCH 2 )i 

(— O CH CHJ — CO-] 

-CN, -N0 2 , -COOR'^-S0 2 R , ^^^^^^i^ 
^WlotUU ClCl-CR'(i7KW^(H)> Na, K. -C H 3 £l>-C 2 H 5 
OV^WC^l), R"ii-OH, -ONa, -OK. Wf>Wfr. -OCH 3 & 
tK-0 c 2 H50v^Ttt^-eab^>o ) ; Ikif 
[0 0 9 7] 



ffiIE# 2 0 0 4-3 0 5 0 0 3 7 



#0 2003-127503 



63/ 



Hfc5 6] 




Cio3 



(CH 2 )j 



— (— O CH — CH— CO-) — 

# , ; ^ _ -e & & ^ ®&/®m<7>mm k & v *x*%w waw^tH^ttf 

4tt£#Jfcftfc.fc $ PHA^- *>^-C**o 
[0 0 9 8] 

-B3-liKn^i/7'>KoAOl^R)E^fflUPHA^it^ P 
, »*cRSgtt**L*v^ 0 M<Dil)> PHA«flt WfiWPHA^ 

nWvKoA^ PHA«iMH^H:J:ot, £tK£[*lK 



ttiSE# 2004-3050037 



mm 2003-127503 



^-vl 64/ 



[0 0 9 9] 
[0 10 0] 

7^>> v 7^^1«>> tKD^y^r^A X?-;W<>> 7v>. 
**-9-S»\ fTv'A 7>f7^^^ 7^nvT->, r/y^Kf^ 

[0 10 1] 



ffiiE#2 004-3050037 



&Jg 2003-127503 



^-v?I 65/ 



&J&Jfc<7) £ & £ t nTIB-C* & o * fc&K C T , P 
[0 10 2] 

*y-fc)HEiCPHAkfiiOPHAtlll*t*ii:1?, 
10 10 3] 

ii<DPHA^f^UI>c:ki:i^ #Ux.t£> ffifflifc*v>ttStfB<3«#« 

o 

[0 10 4] 

PHA^tetf (in vivo) ^jfc**v**±*S*Blfc (in vitro) 
[0 10 5] 

in vitrofrfcfcJ: *U> P H Att, -«fcRfl:©**&* 

ffiliE# 2004-3050037 



#0, 2003-127503 



^-v*. 66/ 



[0 10 6] 

z.tit>mmv®n<v?n&^ n*»t*PHA* **wri& ft «> * 

^iJ&frOl&ifcKilK g&IQftttnmm&zSt&'Z&Zo ttz, in vitrei 
[0 10 7] 

PHAO^fil^ Jfc3F*&^3Hi"C1.000^e>l,OOO^IK^ f^t< 1*5,000 

$H^/»¥*W5^*) *^ L < 1 ~ 1 0 -e**o #ffcK**> L 
< tt 1 ~ 

[0 10 8] 

[0 10 9] 

o 

[0 110] 



miE# 2004-3050037 



S^m 2 0. 03-127503 



^-v : 67/ 



[0 111] 

h-r > < - 1 **fc<*>Bctww ^^^^ 

[0 112] 
[0 113] 

P H A &m. * * * * **W*fe fcLTtt.AU^UO)*)*^- 

*JBLt*#tr pha^(i)~ do) y > liWJSi** 



tfliE# 2004-3050037 



mm 2003-127503 



^-v : 68/ 



[0 114] 

*SL\*. Tia[2Z]-C«$*ii5-(4-7^*n7xi^ia(FPVA)* 
t» TIB^[21]T-a$tL^3-t: Kn*->-5-(4-7Kn7xiA/)tW(3- 

[0 115] 
lit 5 7] 



F 




TIB^:[24]-C^$tt^4-'7iy^vi§^(PxBA)^^> TIB^[23]-em 
$*L&3-t: Kn^v-4-7^7^v@§m(3HPxB)^/*7-^-^ h fr*tr# 

[0 116] 



mSE# 2004-3050037 



#M 2003-127503 



69/ 



Mb 5 8] 




[23] t24] 



25]T?^3*L&3-fc Fo^y-4-y^nAJp^«3HCHB)^yv-^ 

[0 117] 
Mb 5 9] 




[25] 1263 



ttiiEJRF 2004-3050037 



#M 2003-127503 



^-vl 70/ 



[0 118] 
[ft 6 0] 




[27] [28] 



tit. TflBS;[30]"e***t* 5-(4-7;Vtn^>^;V)§flS(FBzVA) 

^ <b > rie^:[29] •ejisji*3-iiKn*'A5-(4-7^D^v , /'f ilf^lfe 

(3HFB z V)^/^-^.-^ hfc-g-trtf'; Kn^v7^/i- > £SBiL 

[0 119] 
[ft 6 1] 



F 




[29] 



ttz, TSB5£[32]""C^$*l;& 5-fxi^l«(TVA)*f)^ TIfi^[31]t? 



miE# 2004-3050037 



#M 2003-127503 



^-v: 71/ 



[0 12 0] 
Mb 6 2] 




[313 l 3 « 



■C«S*ii3-i:Kn^>-5-fx^)Pt»i(3HToV)«^-^yht 

[0 12 1] 
[ft 6 3] 




[33] [343 



Ziz, Tia^[36]-em^tL^> 5-(4-7;VtOft7xy^y)Wft(FTP 
X VA)H^ TfB*[35]T?*$*t*3-li Kn*->-5-(4-7A'tnf t7x/ 

x- h **& L#*«£»trWW-* 3HFTPx V*7v-a^ 



tbiE# 2004-3050037 



m M 2003-127503 



72/ 



[0 12 2] 

lite 4] 



F 




[35] [36] 



TB5*:C37]t?«**t*3-is.Kn^-5- [ U-?** 

[0 12 3] 
Hfc6 5] 



F 




[37] [38] 



ttiSE# 2004-3050037 



Sfcm 2003-127503 



^-v : 73/ 



[0 12 4] 
[ft 6 6] 




[39] [40] 



[0 12 5] 
Mb 6 7] 




[41] [42] 



tit, TfB^[44]^$;K&**x>^> nB*[«]-C«**L*3-liKn 

» 

mSE# 2004-3050037 



#0 2003-127503 



^-v : 74/ 



[0 12 6] 
Hb6 8] 



*»WO*ft-efflv»4«tt«flt, ^(l)~(10)^$tt^>^-y h£^&< k 
[0 12 71 

PHA^^t&f^fc LTli> PHB^PHB/V4II^ffiv^ifc^ 

r^^MCAlcaligenes sp.K * tt^>7 Al (Chromatium sp. )> 
XMCComamonas sp.K V (Methyl obacterium sp.K 

? u y # 7, m ( P aracoccus sp. K ya-K^t^KP seudomonas sp. ) <0^<£> 
<feK, ^^"bicj: J)^$tL/;. /^v^^Vt^T • "t^Vr • KK01$c( 
Burkholderia cepacia KKOlK 7JVXh-^t • J-->D77 • TB64$c(R 
alstonia eutropha TB64K T^* 1 ;^**^ • T L 2$*(Alcaligenes sp. T 

L2)**fflv^ii:#Ti5o **3x KK01 ^{±^fE#-^F E RM BP-4235 
tLX, TB64*(i^st#-^FERM BP-6933 tLX, TL2tfifltff 

FERM BP -6913 t LT^ffcS *LTV>& 0 
[0 12 8] 




[433 



[44] 



tB|iE# 2004-3050037 



#M 2003-127503 



^- v I 75/ 



£)J x. f£. mc 1 -PHA^unusual -PHAO^jlW & ffl V* & CI £ 7&*T? # , CI J: ^ ft 

*7>X> 5/*-K*^*61-3«U v^-KW • 7^^-102442^ v 

- K^e^-X • -f=t¥ - P91$c (Pseudomonas putida P91) . ya-KW*f 
n'jT'f • H45£fc (Pseudomonasc ichor iiH45) . yi- Ktt^ • f ="J7-f • 
YN2$c (PseudomonascichoriiYN2) . v^-KW • y-te->f • P161*fc ( 
Pseudomonas jessenii P161) f^ya-^t^W^ # HI 200 1-78753 
■^*»CSB«tO/<-^*/U7* , J TJg -0K3$c (Burkholderiasp. 0K3, FERMP-173 
70) , ^BH2001-69968^^^ffi*W^-^*^7*y 7* 'OK 4 * (Burkholder 
iasp. 0K4, FERMP-17371) ^A^'J T*WK£*J*JBV'*& CI fc*^* 

&o tfc* Z.Hbtik£Mltetinx."C* Tx-U*i-xm (Aeromonas sp. ) „ 
■J-^JR (Comamonas sp. ) *$£JRU mcl-PHA^unusual-PHA*^^*^^ 

[0 12 9] 

ft*. P91^f±^ft#-^FERM BP-7373*: LX. H45#fcttm#*FERIl BP-7374 
t LT> YN2*ti^l»tFERM BP-7375*: It, P161^{i^?e#-^FERM BP-737 

[0 13 0] 

ft*. tWTIBOP91«u H45^. YN2^*J:^ , P161*^m^^i4K*^-rtt(m 
[0 13 1] 

(ya- KtX-yff • P91*OB^14S) 

(i) tem^tt&m 

mkOl&tt^Z 0. 6/imXl. 5//m 



ffilE# 2004-3050037 



#12003-127503 

9 

(2) 

*£ : NH£ 
o/F«K : WLitm. 

Tfr*P— >VK KD7 — : »tt 
-7 1/7— t' : Sste 

King's B*3ew38fcfe*S£fe »tt 

(3) mnmtm 



ffiiE# 2004-3050037 



#02003-127503 ^-v . 

i 

(1) mm&tt&'is. 

m&<7>1&£*£2 0. 8^mXl. 0-1. 2pm 

Sifctt : * *) 
^7«tt: Rfctt 

(2) £.S^ft1£® 

4%NaClT<Z>£W ' 

(3) afeKttns* 



ffi|iE# 2004-3050037 



mm 2003-127503 



N _ T ^^;i/-D-^;i/n-9-^ > : E§t4 

Tvn°>m : Efc14 
d l-i; ^14 

[0 13 2] 

(1) ^jggfcWttK 
IHOfi:^i$:m 0. 8^mXl. 5-2. 0// m 

Si*14 : £ *) 

(2) £s^i4ie 

*^r->^— e : HI* 

King ' s B *5S w2flfrfe3R&& : RM4 



ttlSE# 2004-3050 



#12003-127503 

i 

4%NaCl-e<7)£W : B&tt (H^&W) 
Tween 80<Difll2k5M& I »tt 

TvH'vi : Rett 
di- 1 ; y^si: Urtt 

( 1 ) »MI¥tt1£ft 

m^fc^C^^:^ ?50. 6^m. #M*0. 6/tmXl. 5-2. 0/m 

Slim : * «3 
: ft t 

(2) ^s^fttt® 

o/FW»:BMtaa 
jgm^^MTc : met 



HiiE# 2004-3050037 



#M 2003-127503 



^-vl 80/ 



(3) Sffftfttt 
L-7 7tV-^> I Writ 

n-HJ-fV >W : 

tv WW. : Brtt 
di-i; : R&tt 

[0 13 3] 

P H AO«3l*iSfe^fiv»Ttt, JilB-T * P H A^SI6«r^ri- * 
IfeM&fcflJffiLT. IRfl-OT/W^^BI^fe^ atjfrf-fcflriBHfta; (1) do 

[0 13 4] 

JStfcWa * * <7)iim^ tt. ffi ^ * {R^« Oiffit k<j&r 

mtiE# 2004-3050037 



#0, 2003-127503 



^-vl 81/ 



[0 13 5] 

*>mti, *ft*fc»)0. 0 1%-1% i*)#2L<li 

o. o2%~o. 2% (**/**) <DmmK&m<oirtm*m8itzz£& 

[0 13 6] 

<DWkm*3% »*/#*) jaTKi-* 

[0 13 7] 

Xfc* TCAHBfof H#f: U4t**«tftfe 

miE# 2004-3050037 



mm 2003-127503 



^-v: 82/ 



[0 13 8] 

-x, ^yn-x, 7^^h-^i:v> 

[0 13 9] 

[0 14 0] 
[0 14 1] 

o. i%~5% mm/mm) <D$m. ±*)fttL<it, o. 2%~2% mm. 

[0 14 2] 
[0 14 3] 

tf. 15-4 0t\ *f£L<li2 0-3 5T:of£B. £ *9 #3: L < 2 0 <C~ 3 



tf}|E# 2004-3050037 



&m 2003-127503 



^-v : 83/ 



o °c<n>m.m izmm-t *mM-c$> & 0 

[0 14 4] 

*JS(3H-or>V'*^ai^P>, tfTtB-*b£ (1) frb (10) -C^Stia^y 

& o 

[0 14 5] 

r^ifAt, an****)** «4*#*»Lft*^*^ 

tt. E*tt(J.Biol.Chem.. 2 1 8. 97-106(1956)), M9^if^f«- 

Na 2 HP0 4 : 6.2g 

KH2PO4 : 3.0g 

NaCl : 0.5g 

NH4CI : l.Og 

(*gjfe 1 V y pH 7.0) 

[0 14 6] 

($M;j&5>}#$0 

-h'joHUt: 1.5g MgSO 4 :3.0g, MnSO 4 :0.5g. NaCl I l.Og, Fe 

so 4 :o.i g > CaCi 2 :o.ig, c 0 ci 2 :o.ig, . Znso 4 :o.ig, Cuso 4 :o 



ttliE^F 2004-3050037 



#0 2003-127503 



^-v : 84/ 



.lg. A1KCS 04)2:0. lg. H 3 BO 3 :0.1g. Na 2 MoO 4 :0.1g. NiCl 2 :0 

• lg 

<PHA4>[e]lR> 

tawn v/f- j*m<nwmK e d t Ax %Mm.mn-rYv 

^^^tt, |#rt***»*tiii;i:^tPHAO*tlI«tm«: 
[0 14 7] 

as, i * p h Ao4iti#fi^*a, &<brm 

[0 14 8] 

* m&?> p h A^mrn^*^ p h A*j»#*^*teo«£*rfc**. u 



ffiiiE# 2004-3050037 



2003-127503 



^-v*. 85/ 



y 0 ^ - ^ ^ & fc* ill L T*3i fcfc U T * 0 &] x. « 

> ^ V ejl/- ^ -D-f 1 5!f 7 ^ h ti7 / v K (IPTG) , f hn-f^ 

[0 14 9] 

<3-t: KnW>A'CoA> 

Olft L-tfflv^ 3 - t KD^yTy^C o Ah Lt, gMfcWfcte* Tlfi^ [ 
11] [20] ^^3-HKn^y7y^CoA^tSClt^'el^ 



OH 

I 

R1— (CH 2 )a— C-CH 2 — CO—SCoA [11] 

[0 15 1] 
HIS 7 0] 



(fc£U ^-SCoA tt7fl'*V«ttaft*bfc*WA**U b»0 r R2tt 



[0 15 01 



[ft 6 9] 




ffiiE^ 2004-3050037 
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^-v: 86/ 



iwriB*[2]kra*^5e«*^*o ) 

[0 15 2] 
[ft 7 1] 

OH 

IL V-O— (CH 2 )c-CH-CH r CO-SCoA [13] 

R3 

(fc**U W-SCoA t±T/l/*>»=ft^tfc1ll»#A«r*U cXITR 3 tt 
1WS^[3]fcRI*fc5gl*3*t*o ) 
[0 15 3] 
[ft7 2] 



U V-CH r (CH 2 )d-CH-CH r CO-SCoA [14] 



[0 15 4] 
[ft 7 3] 

f / yCOiCH^e-CH-CHpCO-SCoA [15] 

R5 

(fc£U ^-SCoA l±T^*>»^jlS#L'^*»*A*^U eRXFR 5 l± 
«TIB*[5] fcFI*fcfc5£*3*L*o ) 
[0 15 5] 



HigE# 2004-3050037 



#12 00 3-127503 



87/ 



Hfc7 4] 



OH 

fVcHj-(CH 2 )f-CH-CH r CO-SCoA [16] 



(fcrtfU ^-SCoA Ii7;v* >fi:^L^if f Alrt t> ftifriB^:[ 
6]fcRflMw5e£$*L*o ) 

[0 15 6] 
[ft 7 5] 



(fcrtfU ^"f-SCoA ttT**>»fctt'frL;fcfc»*A**U g^HtrlB^t 
7]fcPWK5£*3*i'*o ) 

[0 15 7] 
Hfc7 6l 



R6 ^ 

(fc£U ^-SCoA Ii7^* >H^Lfc«»*AS:t h&tfR 6 li 

[0 15 8] 
Mb 7 7] 



OH 




[17] 




[183 




[19] 



ffi|E# 2004-3050037 



#® 2003-127503 



^-v : 88/ 



(fc**U ^-SCoA *iT**>ttfctt*Lfcfc*#A**U iXtfR 7 I* 

[0 1 5 9] 
lit 7 8] 



(fc/fU ^-SCoA ttT*#>B*fctt'frLfc»S*A**U jtitWB5ft[l 
£*ifcfl)3 - K KD*VT'>/l'C o Al^ 0flxJ^ SftSfcJB^fcin vitro^J& 

;VCo AUJtT— t\ E. C. 6. 2. 1. 3) Srffi^fcTfBRJfcs 
[0 16 0] 
Hfc7 9] 

MCoAftfcMf 

£ ^fzjjfe^tfftl h ttT (Eur. J. Biochem. , 250> 432-439 (1997) > 
Appl. Microbiol. Biotechnol. . 54. 37-43 (2000) m o »**£fc%fc*ffl 

[0 16 1] 

< p h A&m&m& i n f -eo^m> 



OH 




[20] 



tfiiE# 2004-3050037 



#0 2003-127503 



^-v: 89/ 



[0 16 21 

<PHA^**«^»> 

[0 16 3] 
[0 16 4] 

m I B t fc i d ft P H A &gflt&* * ffi ^ > P H A * &Mt ZWiOrte 

&Zb\,Z&2>iP^ -T<7)±§£\ H&K. P H A^itttlftrt^*** 1 * p H 
AO^^tC^LT#^Ei-^t$tfCV^o LifrU ^W*^^^^^* 

[0 16 5] 



ffiSE# 2004-3050037 



#0 2003-127503 



^-v: 90/ 



Jfttt, E«tt (J. Biol. Chem. . 218> 97-106 (1956) ) , MWM***»f* 

Wfc9»A#^«Tfftt«i«« , t?*#«'tfA<- 15-40^. ffiKtt 20- 

[0 16 6] 

* tz, tfr&<z> p h A^mm^w^ p h A^^iti^^fA i^f f 

■fcfcv*Ttt, *&*£JBv***tt*:L.T, %^tt**W±<&lfct&*U LB 

>f y/ntf;V-0-D-^*#9? he9/^K (IPTG) > rh7t^^'J 
^ ^ >K _ ;VT ^i; frBL (IAA) LT^lffctL&o 

[0 16 7] 

PHA#«tttl±, it»Of#tW, HafeT^--)Afi:J:») 
> yft^V^h-;K EDTA, V vlflLVf > (BSA) 



ffi|E# 2004-3050037 



2003-127503 



v : 91/ 



[0 16 8] 

«i:iiXfi;^ifo r**\] ffeft-ft-Lfcife^^v^^*^-^^**- 

„ jM^@B^Xa^7 P nxT-^T^®rt&. pH£1gfF-£ L*6&> fe^E^J 

* - LTpTYBl (New En g lan BiolabttfQ fcffiv* £ d K 9 7 

^t-W ^i^-tf^Jidithiothreitol^-cax^fc fC§JWft4o T7 >f 
^^ D 7l> ^77 4 -\z£Z>ffiM*nt&b1r%>M&9 w***fctt. 
*J> 9 mm-? f7^7x7- (GST) . **-V*frfrK* 

(CBD) , (MBP) > *4v»liftVK^» (TRX 

) **&fcTC**o GSnB-fr* GSTSBWDttV5?>^J:oT**+* 

[0 16 9] 

t£\ 3-fc: Kn^yTy;VCoA^PHAW^iM(*i Ofi^LTP 

tSCi:^i4o ->vlflL?tT;V/^> (Sigmatt*0 «:0. 1 M b U * 

J||,<777- (pH8. 0) K3. 0mg/ml»», : 3- Kn*i/** * 

yxf;i/CoA^0. 1M f'JX»77T- (pH8. 0) K3. 0 n«8f , 



WSE^F 2004-3050037 



Sfrm 2003-127503 



^-v: 92/ 



: h ij * n ufflkZO. Ill h'J *ttft><? 77- (pH8. 0) K10 mg/ml?S» 
, ^415, 5* (2--hn*A#W *0. 1M 
•y y ' — (pH8. 0) \Z2. 0 n»ftlo *U«& (PHA^KJS) : Ifcflr («) 

ioo^iu««i*ioo^i*int-c«^u aowifrn^wv***-!*-*-*- 

J6flfjhtfcmK*S»*«'C^« (15. OOOXg, lOfl-M) U £*>±W500,*lfc 
3*HS4£500/£ 1«U 30*C-eiO$MHK b L^Ot., 412 nmOftftfle 

* ffl&t & o aftttSteOtfttl : 155-W HI ^ nolo C o A Srtfcffi * 1* 

& (u) t-r&o 

[0 17 0] 
[0 17 1] 

[0 17 2] 

EgH®tftft (Fe304) . y-IS3^t ( r -Fe203) 
. MnZn?*^ K NiZn7^7>f K YFetf-*? K GaFetf-** K Ba7x 
!M K Sr7*?-f F»«7x9-f K ft. s?^ 
^da^O^JR. ft, ^vrA n/^vK ^y^;v^<7>^&£^f&c:fctf*-e 

^**>f h (Fe304) tf>lij&\ ^KJ&CT^* * >f h 0^«7C#<7)-^^ 

iirtftt?**. i*Lfe«tt#«>3Wfctt. ^^^^^ 



tBIE# 2004-3050037 



#M 2003-127503 



^-v : 93/ 



^Offl^MJeCTJtta^^***^ ttx-tf^ 0. 0 0 1-10^ 
[0 17 3] 

[0 17 4] 
[0 17 51 
[0 17 6] 

*»WK:^*flKi#^^»t*«tt#o^**»± 1-80 5C4%> fiF Z L < tt 
5-7 0K4%> $^:ffit<»l 0-6 0Ri%t*So Ittftot^ll 

[0 17 7] 



&SE# 2004-3050037 



#0 2003-127503 



^-v: 94/ 



U KB® * # tf -7 * n * "/-b ;K 2 fc liliS$7 * tf i: LTP HA 

[0 17 8] 

[0 17 9] 
[0 18 0] 

X7j^> 3 ^ * $ ibl:^^ILjfct^W/0/Wliv;Vy 3 > (P H A#J& 

fcflk PHA#J&EO&*fr?£*:K**K flDS#*W*i"*^ (in 
vi tro^fe) o -C t> ffig kzm^&Zt ***C § & o 
[0 18 1] 

^0^33 ilF3-^Kn^y7y;vCoA ^^tr^TMa CAft t fcW/ O /Wl 
x-7;vy 3 >^ PHA^j&KJ&fcfH-iiK* 1 ^ «jftfr*P*-r**ft^ 
ov^r & jfm:ffiv» h Z. t # & o 
[0 18 2] 

<W/Oli-7;Vy3>©I^ - _:> 



tBSE# 2004-3050037 



&m 2003-127503 



^-v^: 95/ 



[0 18 3] 

* e rt*ffiic^»t &0.001~90@*%> 04 L< l*&0.01~80 

nm%x~$>2>o mmm^knm^mtaMit, isntfti^tt, sinr&o.oi 

~^J100m*f&. * L<&&0.05-&50m*te-e*£o 
[0 18 4] 

wsu 7km<b^ ? ^ r;i^->> v 

Hj^A, WHJ'A y^nf^HJ> (a-, /?-> y -) 

TweenSO, Tween 60 OfE£> H*) ] , #V Wt^^if^ [fl 

, HC0-60, HC0-70 (H*^5*^X, B#) ] ^OlF-MSB-Sk &&v>f* 

[0 18 5] 

mSE# 2004-3050037 



mm 2003-127503 



^-v: 96/ 



rt*«*«**SBKiSLLKlWB4«, IHi:PHA«W3l<^ PHAfc 
[0 18 6] 

PHAfeiWtt#*#^^^^^^^^^^° 

«f$b<li. «a (2 or) f3gf%^Tt*So £ fc' 

tf^nyvftfltfbfcSlt (0K v^n^r/, *nn*;VA. ^nnirA 5? 

u*)V&, ^nnx^>, v'^nni^y, f^nnx^, Eatt^fblft**) 

&j0. l~70fi%Wo #K#f£ t < itm 1 ~ 6 0Ii%^^o 

§e>£*fl&W£H\ W=m\$k (Fe304) . y -m=HBMt$fc (y 
-Fe203) . MnZn?^^ K NiZn^i^-f K YFe#-* K GaFetf-* 



ffiSE# 2004-3050037 



!&m 2003-127503 



^-y. 97/ 



[0 18 7] 
[0 18 8] 

P H A is X t^^flsffc^tr^«»«t»«tfc 0*-6«^4, 

*L* 0 »£L<«\ ftO. 1-4 0»%fflv^*t*. WiKtt, »1~ 
3 0Jti%ffl^f>iii. 
[0 18 9] 

-> 

?K*B (JSLT. ^7fc*i fcJniU W/0/Wlx-7;Vy 3 >?:|ij|U 
[0 19 0] 

«.*««>#«tt. HB^fct±«iffifla«oftl*^Lttl 0,0 0 otifrbM** 

ttliE# 2004-3050037 



S$m 2003-127503 



^-v: 98/ 



<{i, j&5fcv*L$j2, 0 0 OfefrhMttti&o 
[0 19 1] 

>U8I»Ifc.x;*x;V (Tween80. Tween 60> 7f7^^^-ttS> > #U 

^^v^^Wt^vvftil^ (HCO-70, HCO-60> HCO-50. U%*r 

v^o ^Tlc^lc^lt^fL^Jommti. m01~20®»%> tit< {±^0.05-10 
[0 19 2] 

i$&&>-mT Ttm&ommm, -mm&zv?*i) ^m^z^a* 

[0 19 3] 

$tv> 0 ±fa7K^140-ffi7;vn-;v^t LTii, i^y- 



ffif£# 2004-3050037 



mm. 2003-127503 



^-v: 99/ 



[0 19 4] 
[0 19 5] 

mm&&4 * >mo^<ows^ mo. o o i - 6 o jc*%> &t l < »±» o . 

0i~4 0gi%, *9#*L<«±*J0. 0 5~3 0SC«%> #Kff4b<tttt 
1-1 0 WKEPMWW#'f * >1«*«>»** ±fB<«g 



ajSE# 2004-3050037 



#12003-12 7 503 



: 100/ 



[0 19 6] 

%d<V*&&* 50cpH10, 000c pOiirti:iltSifcW Lv> 0 
M^ilt^^i:ttli, flxtf (1) vft^i OPHAfci ZF$& J &.'W-<DWkf£ £ 
mm-Z>^ (2) 7Kffii:Mi:<7)»Jt^iiSi-^. (3) W/0M?Mt%<^S 
(4) ^7Kffi^Jg^HS-t-^> (5) W/OM?Wt%£^7MSK 

^(Dwxom^^^m^s ocpnio, oooc pwiirti^^i^ 

lcL$x.i-tL^i:v* 0 _tfB (1) K&^T. -M(7)PHA«^ilt^^ 

*>?>T-ii&v^ 0£L<tei&l 0-8 0®»%-C&&o -hfB (2) Kj3V>T. 

t ;iot- ^ftK&^£;ft£&0-eii&v^\ if^l<{iW/0=|jl~5 0# 
m%-e*^>o -hlB (3) K&^X, W/OHLjkli<7)SI?:ilt^^^^ 
l*. 0t^^LtiIM^«, «P£L<f*&0-3 0°C, 

KKSft L<i±^l 0-2 0°C-e^^,o W/OMfL^tJ^EMSOB#^t±. Ji 
IS (1) ££0* (2) <DWi&\±, W/0m$UkM*m:&1r&\%*Xft7 Zt&X 

Jiia (4) nisv^T, ^j^(m7K^^w/0M?Wbtf*'«i-^l^ 

H^7K^^J^^*)^^^^P^tTi3< CtKXn, -LIB (3) tl*Mf<^* 
J^K-fttcr^o ^JoffiO^te, ^Ix.tf^5~3 Or. £f£L<fi&J 
10-25^ It:«fiL(ii|jl 2-2 Ott^^o 
[0 19 7] 



£BiE# 2004-3050037 



#fel 2003-127503 



^-v: 101/ 



[0 19 8] 
[0 19 9] 

;w^-v3>#J£^*K}jnx., PHAm @<fc$^&-i:K«fc*K 

it\tmsw*<oit*m*. nmmtmnp h a *** l*v> *> o-c* 

^jO^ffiMli. W/0lx7;Vy 3 >^U fllx-Wmoi-l, 000#4^ «F 
$ L< (i#vK).l~200#i^^&&o 3 tT#«c> at'frfl*Si 

[0 2 0 0] 



miE# 2004-3050037 



#M 2003-127503 



^-v! 102/ 



[0 2 0 1] 

-> 

[0 2 0 2] 

^x, ummw (b) PHA^ttt^tsiit^Mt^^^ ttij 

. (a) (b) ^IS^^»»^S8**vM±^-*^tk«8tfc*** 

^-e^tLiiW^^>^^ffl^#^o i^tttli, (1) (a) *» 

i-citxi±^»iLf^©i:, (b) ^m%xmwjL\t^mmmt l 

fctottil^ (2) (a) «r»jSt-e»iSXt±^1R*^«gi:U7t«>Ofc. (b 
) (3) (b) *»«E"T?»«Xtt««:«t«]B|fc LfcfcOi:, (a) i: 

£r!^> (4) (a) , (b) Rtf»«E*»*U (a) (b) 

[0 2 0 3] 



{±llE# 2004-3050037 



mU 2003-127503 



^-v: 103/ 



[0 2 0 4] 
[0 2 0 5] 

PHA&fflm&ZVS-* Kn**>T'»UC o A&^tr#*tf>*4»fc*tALT 
[0 2 0 6] 

fa i??uu*?>^ ^nn^M, ^nn^^v. y^nnx^y, HJ*n 

) , ^#jfeBtft*5fc (fiU h;v-x^> m&mfbtiZo 

iti ?> li 2 ta±M©i^I^ fCffl v< i i^o 
L<li;Noyv«l:ii (flU ^nn^v, ^nn*;VA. ?nnx^ 

[0 2 0 7] 



ffitE# 2004-3050037 



mm 2003-127503 



^-v: 104/ 



(DmmtL-at, mo. ooi%^t|5j2 0o% («*/»») > £0#£L 

<li0. 0 0 1%^tl0 0% (Il/fi) > H^WtKliO. 0 1 
%£v*L5 0% (W/W) ^<bjK£*L&o »<7)@S^fit ttii, m%d<V 

mm, Bifi^is^*^ i o^*<o#t«rif t: i ^ 1 ^> phakml 

T&O. 0 1^^6 0% (fl/St) m^bti&o W-Z L<&. &J0. 1* 
^55% (SC4/K*) fflv^tt^, 0 #«L<li, mifrt>®5 0% (ft 
*/**) fflv»fe*t* 0 PHAOiftii, ^i 1 *^ »SSi:i^I^^ 5 
. #£L<ttffiO. 0 1^1^8 0% (**/«*) T?*&o HWIK 
l±»0. l^Li7 0% (Rfi/JR*) ffti.»KffiL<ttftl^L» 
6 0% (M/JR*) -C**o 
[0 2 0 8] 

<Dftmiz. -mm^m^im<omi *^u&i o, ooo^^if^ 0 f 

v»LI&2. 0 0 0«*fe«tf*tft o L<tt*&5 0-»l 0 0 Ottt?** 

^2 5°C, MlCfflKl^l 0t;fcv*U&2 Ot^ifLtfcvtfci^ ± 

[0 2 0 9] 



ffifE# 2004-3050037 



!&m 2003-127503 



v : 105/ 



yj[ _> ( Twee n) 8 0, yf->6 0, ^>f->4 0. 0, 7>7 

yU^^-ft) > ^iJt^^fW^^i^ CHC0-70. HC0-60. HC0-50 

% u^y. *». Tfr^sM, r;^>fl 

[0 2 10] 

^fflO^I'Uk^JOitJtti. mo. 001-^)20% (SC*/#») <7>$£B^ 
^jLS^i&o £M^£L<i±&0. 01^10% ?>i£ 

Mv^Wo wiki^o. 0 5^5% (MM/m*.) vrnm-em 
[0211] 

[0 2 12] 



m0fc 2004-3050037 



mm 2003-127503 



^-v: 106/ 



[0 2 13] 
[0 2 14] 

4« SfetlffiKli, &J0. 0 5«&v*Lft5 o 0teo#m»-e££ o Wfcff 
JL<li, $J0. l«&v>Ufo2 0 0«<*>#Mt?*&o aTtH-J's^ 

[0 2 15] 

y-t^^jt^i. «ftLT5MSlUfc», , 9^^U5fcif^U 
ffi!iE# 2004-3050037 



mm 2003-127503 



^-v : 107/ 



[0 2 16] 
[0 2 17] 

:©70n»^Mi, l*!7M«*:> PHA*iO««tt#**tf«rti 

^^SW/OIi^a'A *>*V*tt, iW/Ol^vaV^^: 

&3lZ>\ ^TKfflrt* ib & & O /Wliv JVva^^^ irn^^MktSifc^ 
[0 2 18] 

;Vy 3 CMffl^t^W/0/WlX"7;Vy a > (PHA«f 

*5J:tf 3-t Kn^vTv^C o A*irt*ffl;&tfft7MI«>^fc< 

tU>) , **v»tt, PHA^iiiJi^3-tKD^yTy;VCoAmf 

$S>K> *WWBi:MUO/W/Oflx^*>a>*^ PHA**»S*tT 
^> t HJ:^ v^?n*-/-bJVtilit^^ (in vitro^J&Sfc) C^tfe 

[0 2 19] 

<W/Olx7;Vy3>^iS - i&fB&I*!^ -> 

H*ffi fc, • P H A * * tf»tt***tri** kfrfeftSW/Ofli^a > (3 

[0 2 2 0] 



tB|E#2 004-3050037 



!&M. 2003-127503 



^-v: 108/ 



[0 2 2 1] 

1-60 %, #3: t < Ji&j20~50 

[0 2 2 2] 

COJ:^lCLT#^^Srt7Xffi^PHAj3i:t^14# : Sr^tr« (AMI) 

»-Crt tMB «r # * & "5 P H A 0#«B£ffl»ifcrt * * - fc 

[0 2 2 3] 

jLKLfcPHA*J:iratt#**tr** (»*) * LTtt, WPHA***:* 
t<«±, #«L (2 or) t3li%J^T-e*i.o 

tBfiE# 2004-3050037 



&m 2003-127503 



vflsj&tfbfc* (flk Vtuuttv^ ^o*W, *nnjc*> % ^noi 
, M*/*-**) * 3Sr#»UWfc** ** >v>f) * 

Hdi^O. 0 l-8 0K*%*C**o *fetCff*U<«»0. l~70Sf 
#^*L<{±ltl~6 0^i%t?*^>o 
[0 2 2 4] 

$p>^*wtwti, w=mtm (Fe304) , y-mBrmwk ( 

y-F e203) „ MnZnV^-f K NiZn7^9^ K YFe#-** K GaFetf- 
K Ba7*?>f K Sr7x^ bf»x7^f K «U 

»* L<1*5~7 0gi%, $f,i:«fit<lil0~60fi%m 
[0 2 2 5] 

„ T-th>> ff7tKD77^aUU^ 0 PHAO^ft: 



#iE# 2004-30500 



SfcM. 2003-127503 



^-v: 110/ 



[0 2 2 6] 

#a*gjo. i~iooomhs, t < ti«5ji-ioom«si5-e*&o 

[0 2 2 7] 
[0 2 2 8] 

<{±, &5&v>L&2, 0 0 0^^H?tLl»o 
[0 2 2 9] 

>I«i^t;V (Tween80, TVeen 60, T>7^^^-?±1> #H) * #V 
**->j^V>fc^V**S£#t£ (HCO-70, HCO-60, HCO-50, 03fc^ 

V> 0 n*ffi^*»t*?Lfl2«^«K»i, lt0.01~20K*%. #Sb<li»0. 05-10 
[0 2 3 0] 



ttiiE# 2004-3050037 



#M 2003-127503 



^-v: 111/ 



[0 2 3 1] 
[0 2 3 2] 



ffigBRF 2004-3050037 



#M 2003-127503 



: 112/ 



[0 2 3 3] 

ff©ftl/5 04v^ft5«, »4L<ttftl/2 5ftv»Uj&3tkft*WC 

* >tt»3R«>*^ & 0 • 0 0 1 -6 0 »4 t < a» o . 

0 1-4 011%, J: Off* V<imo. 05-30®*%. tffc«F*L<ttfc 

[0 2 3 4] 

IWWft**^*. flBHW^l^l*- iti^fUk^^^-r 
*t *> «r f 8-e h Z> *K tt * * v >f * ffl * #j|t-» ttHftftltttt 

^ Uio **y***f-*ffiv>**&l±, 100 -100, OOOrpm, » 1 L < 1*1. 
000 -50. OOOrpm "CO. 1 ~30#HU ffft< 1*0.5 -TXtimMPt » 

o 

[0 2 3 5] 

of 0. u©*^yt^f-t:^»liW/Oli-7;Vy 3 ««^ 

W/Olx7;vV3Vp#*l ~20//m KfTH&T$-£&-£ 
WW tc# *l & t 4 9 n * ;v ft K55H t -«W»a i" & tz*> 



ffifS£# 2004-3050037 



mm 2003-127503 



^-v: 113/ 



o 

[0 2 3 6] 
[0 2 3 7] 

*»BO«tt»:*v»-C, w/0/waJLftmf«rM*«»^W/0ffl»Wk 
»O|«t5 0cpHl 0. OOOcpOiBfiCiltSii***^. 
ttK*P*i-&*ftfctTt±, (1) i«©PHA*J:WBtt#o»K 

(2) *«k«rtii:o*tt*«iE+*. (3) w/owifc*«>»* 
CT*e0ft&4>*trfetu i*t?>«>*tt»iJiMft-ct, mwtwiLtt 

tfOW/Otfi&tt^tt&^S 0 c p^<bl 0, 0 0 0 c pOfgffll*!^**? 
fcLSx/W**^ ±13 (1) fc*v»T, i*ffi^PHA©*ft*fW1-**fr 
Oi&jgti, PHA« *«»«0«BI[*-e«<fc-t&«>'t?-*W^«S6** L * 
fcOtfttfcv^ «ff U < li^J 1 0~8 ofi*%-e*&o -tie (2) fc*v>-C. 

5£$*i*fctf>-eii*v^ jfiL<liW/O=»l-5 0#«%W. ±JB ( 

r&v* i^wioiiAom #* u < »«& o - 3 o °c. t < ttto i 



miE# 2004-3050037 



mm 2003-127503 



^-v: 114/ 



w/om%it^}<o^mmm^mm^ ±m (i) (2 

) OJ#£-J*> W/0ia^»*»Bit4^fiHi:^S*. ( 
4) iz&^X, «iLtf^^»=W/OfflJM»tiWi-*»^^®**** 
fe*t*il*L-C*<£fcK:J:0> -tIB (3) kPW©***:** * * 

MOIK^ «x.tftt5~3 O-C, ff4L<li«10-2 5t, 
ffiKtil^l 2~2 0m^>o 
[0 2 3 8] 

[0 2 3 9] 

-*-*ffcffi o frnMtLXte, W*.tfTween80 ^WiSttftK valSJIBflS 

^j.^t-;k w-h-;K v;vtfh-;K ^vn-^> *r9*b-*N 

[0 2 4 0] 

^m^mLxwitmmtxtmmtK^fx^^o - <^i>3**&j5o~3. o 
ooipnoifiBaoia«E»-ei~6o^w^fdo**as-c**. Stofr«ttM! 

[0 2 4 1] 



ffiSE# 2004-3050037 



#M 2003-127503 



^-v: 115/ 



[0 2 4 2] 
[0 2 4 3] 

0.01-1, 000#*f«K iifJL<»l-200§l^^ o CL<7)£9KLT#<b 
[0 2 4 4] 



ffiSE# 2004-3050037 



mm. 2003-127503 



^-v: 116/ 



[0 2 4 5] 

i*. pha> mnfo&±v%mmm*&tfmmz*te*^frWLZ*tr, o 

/Wix7 ;v v a > $ rfi*B ^ <7)^ ^ 1^*1" & - K * frfc>*t 

*U>o *f£L<l*> ^2&v>U*j5> 0 0 OfefrhMtftiho SM^tLOi 
. &5&V*L^2, 0 0 OfefrbmftiZo m^tL<ltm50-^l 000 

fflv^i^-ClSo ^<DR<0&^<D**«^ i&0. 001-1)20% (® 
(^lEH^'bM^-e^^o ^«L<«0. 01-^10% 
(@*/#*) O*HT*fflv^*L4 0 #»-SF*t<*i»0. 0 5~£l5% (MM/ 

[0 2 4 6] 
[0 2 4 7] 



ffl|iE# 2004-3050037 



#M 2003-127503 



^-v: 117/ 



£»<0*<frli. WKSLfcJWiWffiK, £«>**\ *J*Bfc(iPHAi3J:tf» 
tt##3t««*ft U ^mat««t*v»4)»iW/Ofli^*'/ a >-c 

[0 2 4 8] 

[0 2 4 9] 
[0 2 5 0] 

*%w<Dm&$L&fmKmmmz**&mi&m*, **** 

tiif, attfltfcPHAfc*#tr***r«I«fc-*-*W/OiaJ.^VB>, £ 

»f,ftso/wix7^«>3>*ii:, ^o«rta*opHA*ajk-f 



ffilE# 2004-3050037 



mm. 2003-127503 



^-y : 118/ 



[0 2 5 1] 

ttz, PHA£-J&gNt££t>*3 -fc KD^y7v;VC o A£'£'tr?#T££l*l7)o| : @ 
ttSW/Olx7;Vy 3 ^ rt*ttfcfflffl*&4*W/0SU^*S' 

3 y £ $ <b KJMtfB L *=w/ o -> a > ( p HA-a-$@£ft£ i 

) . **v*li. PHA^*BHR*J:^3-V:Kn*5/T">^CoA«r*tr**«: 
^TMSfc^&O/WM^^va^ 4fe*i> iO/Wlx7;vy 3 ^^i: 
^^^JMfcLfeO/W/Oa^A'^aVtfWtfeJi-e, **£SvvCPH 

& (in vitro^fttfe) ^l^V^^y^l^o 
[0 2 5 2] 

<W/Ol^^y3>^>iiS - ^^Sitfa -> 
[0 2 5 3] 

gKjSCT, ttWtfett*^*^*^*^*^®^"*** £ & 

a. jMfc^h^^A, Rttb'^A, 

[0 2 5 4] 

tt*fctt*«Itt. PHA^tWM^Jtl*^^^^ ^1~60 
(**/#*) %> ff*t<tt. ^20-50 («*/#*) %©«kft4i^K 



ffiSE# 2004-3050037 



2003-127503 



i—v: 119/ 



[0 2 5 5] 

Itv^o eft****-*-**:* rt7K^OTK?il@ : S:-e§^/£^/J^<i-^^W* 
[0 2 5 6] 

jfiKii, nts. (2 0*0 -e3fi%m^So *tzmmmm<ow& 

{±12 0OTt*^»-i:«l^ **»ilU:L-Ctt, ^nrWfc 
fltftafc* Oflk ^an^>, ^ddW, ^nx^, y^nnx^v 



ffilE^F 2004-3050037 



#0, 2003-127503 



S J : 120/ 



*mmm**> ^^h<«> /Nny>ftjwfc*« («, ^^^^ * 

) -c** 0 *Bi:*»t4PHAOWtt, *PHAOt«, 
<l±, ^0. l-7 0li%«o WtUli> ftl-6 0K*%*e*& 

o 

[0 2 5 7] 

**^f<b*U $&£,MfcWKl±, ESHBIKblfe (Fe304) > r -tH3{bt ( 
7 -F e203) , MnZn?^^ K NiZn^i^ K YFetf-*? K GaFetf- 

K Ba7*?>f K Sr7x7-f hf#S7x9>f K ft. 
K -y^JV, ^nA^O^Ji> fife, -y^;l^tf>£-#rt s 

L < (± 5 ~ 7 0 SC»%> $ h L < tt 1 0 ~ 6 0 

[0 2 5 8] 

PHAfc#tr**tW«Ufc|fe, f iitffiift v» UWIhrtffl Wf 1? 
[0 2 5 9] 

P H Atttr*«ti»«^IW«^ traiJUWSfc^ 
#**j»0. 1- 1 0 0 0m 0tL<«±|Jl~l 0 0«JHPT?*&o 
[0 2 6 0] 

-> 



miE# 2004-3050037 



#M 2003-127503 



^- v : 121/ 



7;V> 3 >^lU:f, *£#it<fc£PiH-£o 
[0 2 6 1] 

^TMSO^iti, «rtaMO»l *v*Lftl 0,0 0 0 

ati&o Zbl^Ut L<1±. &2*v>U&5, 0 0 0^^5, Mi 
L<Ji. &5&v>L&2, 0 0 0^f>S(^o 
[0 2 6 2] 

Mx^fiV (TweenSO, Tween 60, 7>9^<>>/-tt*, *H) * #U 
yif-VVfc^viftitaSte (HCO-70, HCO-60, HCO-50, 0*^5* 

^^^-fe^n-*, l/yf'A H7^nviHfeoWMW 

tt*tffc*»t**LfldW©»K*au »0.01~20R*%, ^Kii. ^0.05~10K 

[0 2 6 3] 

& v> (± tt ©fftMMSsd^f bii&o 
[0 2 6 4] 



mfflfe 2 004-3050037 



#0 2003-127503 



^-v: 122/ 



-^^y-X, V;VJK~X, 73 — x^o^^lSfgri^fk*''**. d 

5,*L* 0 H6<9?W =WH#»4tv». ±|E*»ttOJ|M*«, z^l** 
[0 2 6 5] 

mom («. ao*. w, ttzar^-^v w, 

[0 2 6 6] 



fctilE# 2004-3050037 



#0 2003-127503 



^-v: 123/ 



E<*>& 1/50 fcv> Lft 5#, #* Ktt*l/25 LI& 3«fc 

pmww**** * y&m*«>**. foo. ooi-eo ffit<»»o. 

0 1-40«*%> i5lfil<tt»0. 0 5-3 0Sf%, #fc»4L<lift 
1-1 0M%-C**o WtJEPWW* 1 ^ * -fclBW** 

[0 2 6 7] 

n#y-fe;v) t#*±tff*Uv». **^-f-9*-*rfflv»*»^tt, 100 -100, 
OOOrpm, ff*L<»1.000 ~50,000rpm -C0.1 ~30#WL fttL<m.5 ~20# 

[0 2 6 8] 

* 0 CO^^vt'ff-^^WW/Olx-T^vaVW^ 
^T?*** --t, W/OlxvjVyaVi^i^l ~20/£mfc4TM&T3 

[0 2 6 9] 

{ii§E# 2004-3050037 



t$m 2003-127503 



124/ 



J: toWA*)*^-^*** f*« (W/Olx-7jVy 

[0 2 7 0] 

*L§km<DSk&%m~&^x^ w/o/wim^M^^^t- w/oa 

%ikyd<Dl&m* 50cptf»€>10, OOOcp tf>3£fflI*UC|SM1-& CL £ 1 

v\, fAJg*P^i-^>yj^t Will (1) J**OPHA*5£tf»te#«> 

ife££P&-f&> (2) *«fc««k«>«tt«lEi-*^ (3) w/oi» 

^m^p^-r^. (4) ^**ofijft*ipiSE-*-&, (5) w/oa?Lfl««r^ 

*RK -tOW/OllLftWOttSS: 5 0 c p*f> 1 0, 0 0 0 c p 0$SHl*HC& 

a^K, L$*i-*u*J:v*. ±ib (i) kz^Xs mm<v 

PHAWSE^lit^^ *-OPHAO«J£«^ PHA^ *»«F«t«> 
~8 0ll%t^o ±12 (2) K*3V>T, ^fcfflffifcOiJfcfcfH^*^ 
{is W/O=l5)l-5 0 (M/M) ±12 (3) fc*v»T, W/O 

m*>m&*>mm. &* i> < «*» o - 3 0 l < 1 0 - 2 0 r-e* 

So W/OfflSLflSlfeottKPlEOI^Bti, ±12 (1) (2) W 

/ O m^tm £ Wtt & B#^-e^f 7&*-C £ & o ttz, ±12 (4) K*5V>T, 

&<ZtK£*), ±12 (3) kPWo«*i:ftiJ:^t»ttfiv». ^*ffiOft 
fleti, -Wxtf. &5~3 or, j6FSL<tt*&l 0-2 5°C. L < ttft 1 



ffiSE# 2004-3050037 



#M 2003-127503 



V I 125/ 



2~2 OU'^^o 
[0 2 7 1] 

o 

[0 2 7 2] 
[0 2 7 3] 

*tl»jh-r&ffeffit*i"*« 4HW«i:btWU f^lfTweenSO ftJMB«tt*U v 
afcBMffH**-*^ ^>^h-;v. y;nf>-;K ^a-*, 

[0 2 7 4] 
[0 2 7 5] 



2004-3050037 



2003-127503 



126/ 



[0 2 7 6] 
[0 2 7 7] 

<m^mm - +&m&it -> 

y 3 >t:3T--tM-y3>i^dDx., PHAW Hft***-^ 

X-^O.Ol-l.OOO^*^ «-tt<»i#&0.1~200#*i&-e**o £L 
[0 2 7 8] 

<m«©»fe - 4«^«at# -> 

Xfr*m^X*-7V- • K?>f *Hft« (iMMWIMi) o«»irt^«»t^ c 

tbxm.nm Kmmmmwmmmm^ x rmzmmmtz £ t k * *k mm 



ttiBE# 2004-3050037 



!&m 2003-127503 



^-v : 127/ 



[0 2 7 9] 

ff*>*L4o **«HW*I±. -tttttc»±«rtflff«Oj»l 0,0 0 Ott* 

tbB^tL^o «P* b<l±. &2£v>L&5, 0 0 0^t>Sl^o 3*H*F4 
L<tt. »5*v*U»2, 0 0 0«*«tfW. L < ttl& 5 0 ~» 1 

0 o 0«t»*4, ^7K^OTaat(i^WJ^{^5 , C=SrV^L^3 0^ ff$L<» 
ftl 0*C*v»L»2 5=0. L<tt«bl 0^1^2 01)1:111^ 

#*fcfflv**£fc**-e&&o «fflO»Oflifl2W«)«lt»i. 0 0 1~&2 0 

% o|£H*?>51fia^-C**o HCfftKliftO. 0 1-&J 

10% («*/#*) fi)«l"Cfflv»e>*i4o *t:»4L<tt»0. 0 5-1)5% 

[0 2 8 0] 

#K <> nefltO "f^fll* & fc«> - PHAfci 

*tr ft «ffi m*R») ^Tt^fflrt - ^ wf** o - o ^ 

[0 2 8 1] 



tBiE# 2004-3050037 



WBk 2003-127503 



^-v : 128/ 



^a#8cSS#S*tf&*t*o @<EKJ:&»^«>*frtt* flM50U:^LfcMlJ*a*#S 
[0 2 8 2] 

[0 2 8 3] 

<in vitro^^i^> 

in vitn>*A&£ * S#*#*fcISUU fu^ * ? i:W/Olxv;Vy a > 

-> 3> HO / W/ Olxv;Vy 3 ^iIt^ IS, P H A -frlS** 3 - 
KnW/Ko A*»3*TPHA******I«fc*^*< fc*>#tr 

[0 2 8 4] 



tbSE# 2004-3050037 



#0 2003-127503 



^-v: 129/ 



[0 2 8 5] 

jttf, «ttHaoPHAfrJlWIil*tJ8v»t, #«**B>*ri«Lfc** 

»o7'j-wpha ^doiiK * & - k * o & i t imf/rc 

[0 2 8 6] 

BStLiCoAiiW^B^l/cBolfcft^PHA^BBIHiilW (U) tLtz 

asi^i-asm^st*, mm g**:9io (u) o 

00m± (U) , M£L<i*50 (U) ^<b5003M& (U) OlfiHrt^RS-f 4 t 

[0 2 8 7] 

tWBO P H A*A*X& ^ tf ic^f SO P H A OJBRfl- fc«3-tKn*W 

HA^»ffittBiH#^ft«^/;M^t«^^ 
it^,^ -OTxtfa*. PH5. 5^<bpH9. 0, EfSL<t±pH7. 0*fcpH8 

£v* 0 ttftftettMU ttffltiPHA^SfflHtOffitt*^****^* 



WIEJRf 2004-3050037 



#M 2003-127503 



s*: 130/ 



,t„ j77 -^ .j>|^j^/^77- 3- (N-*;v-7* 1 ;/) 

(MOPS) /^77- N-hV^ (t>*D + y^f;V) ;*?-;V-3-TS 
yyn;ry^;V7*>B5 (TAPS) ^7 7- fntt»^7 7-, 
,< y77 _ % 2 - (y^nA^y;l/7 5/) x^>^;V7*>H (CHES) 
T -#frJBv»*fcAv\, 3t«<7)itJg*>> ««t4PHA*«Ofittt«i 
£^#&&OT*&*Uf#«£te£fr&^ s > 0 mM^«bl. 0 M, f $ t 

$f^L<ti20 , C^'b40 £ C^^i-^>i:^o fc«U ffcStiPHAfrWttO 
v^ 0 Rj£BW±, ffflta P H A^JftSSSW^ttf J: U 

g^S-KKnW^CoAtttt, W4PHA MtOfitt * 
|^3^*l6Bft^»j£t5bfe^*fc<^*&^ °- 1 nMrt*kl- 0M, «f 

3L<iiO. 2 mM^kO. 2 M<&$&Brt'T?SfcJ&"t'& fc*^ RJetffcffcfctt 
&3-V: Kn^y7v;vC o Aifcfl&WSSV**, Hfcfc. Ef&m<^ P H^i&Ti" 

[0 2 8 8] 

& o 

[0 2 8 9] 



ti}fiE# 2004-3050037 



#M 2003-127503 



<*-v : 131/ 



o «t**fctrtt, PHA*r**ta:* f e»a6«+KW«*«>3-li 
K P * v T v ;v C o A & ^iPt" & «t * ^° 
[0 2 9 0] 

£«>«6*tttUTtt, ££3-t: Kn^T'/KoAOWCPHAt^ 
JRU 3 -fc K D y 7 v ;V C o A ^> ^ ^ KI&I ^rff 

[0 2 9 1] 

O /W/Olx-7 * v a > fcov>T RMftC UTAHM****** Cl t W § & 
^-j&g^is ^3 - li Kn^yTv JVC o A5:tf$« - i: ^ffc^ h & ^ 

o W/0/Wlx7;k/ 3 >i:ov>tii, 1*3**8*3* P HA^ 
[0 2 9 2] 

ffiaEJjf 2004-3050037 



#M 2003-127503 



^-v : 132/ 



»t*itt"C**. ±IB»iaH*ttt, iMWSCT. IMISfctt-*-* 

[0 2 9 3] 

zh\,zmm*$m • m&*mifcm&fc***z ****** *° ^ 

[0 2 9 4] 
[0 2 9 5] 

mE^BOBttWftatomitt, gramme • 



ffiiE# 2004-3050037 



Sfcm 2003-127503 



133/ 



[0 2 9 61 

Tt±, TfrJROjEtt^y 3-/'t'fJV^fffltt^< > J.Amer.Chem.Soc. 
, 78, 2278 (1956) *K|««)*tt , C#*UlWt4£kfe*, 

[0 2 9 7] 

Rl&&W5>*L*. x^^ry^illCf t S P H A t A^t^ f V 

[0 2 9 8] 
Mfc8 0] 



2 R-C— CH, + HjN~(CHj)~MH, * R-^H-CH,-NH-(CHPj-NH~CHfCH-R 

V OH 0H 



-CH-CHj-MH— + R-C-CH, * — ^"CHpN 

OH 0 OH CH, 

CH-0H 



0%*fe9 0%O*HTNfc»K «W»aW**«tW^ ^J3 

5 8 5 %5SJK**J: tv^it^^o 

[0 2 9 9] 

fcBSE# 2004-3050037 



#H 2003-127503 



^-v: 134/ 



HJM-^^^^K*^^* (TOF-SIMS) tJ*yX'<7?V>r&ffi*%^ 

SCfcfClSo^f?)^ PHA^fI^fflV^;i» (in vitro) 
•CO P H A^)S*IIIffi^J^§ 4^i:o^T«itftit«:«lt-C # fci^ P 
UAizm^mKm^Lr^^ir^M^'f^mMr^y), Appl. Environ 
. Microbiol. , 44, 238- 241 (1982) l^V^^Wl (in vivo) WP 

, IH^f i rFf ffl##<0^i: ^ t , ft||||B»l?OPHA^fl 

fe-Cti. »f3fe«Kfl!>-J->f^-/^-A»«L«rii3lU*:^t», P H Afc^trRJ&ifcK: 

s»toPHA«t«»e*i*t* -t^t^o ±B*ftt*»wo«a# 

[0 3 0 0] 



tBiE# 2004-3050037 



mm 2003-127503 



^-v: 135/ 



r^/mtUTfi, «x.*f^u->^, 7^->. ^n->>, r;v^->, 

^**^tf5>tL& 0 ^w^ftum «*.fcT£9*->. 7-f7*U^ 

* y MStf- h'J^A, *9T9V 9 u (HK9fy>, 

[0 3 0 1] 

~90®*%. £ «9 £f£ t < tiife 2 ~~60Sf*% * 5 Kffiv* <b*t*o ^ 



ffiiE# 2004-3050037 



2003-127503 



^-v: 136/ 



[0 3 0 2] 

(Ditrnwi*®] j Xfrfrbmrn-fz ztKx^xi* wkm-r&z t &x § & 0 $ k 

fcj^SJ«ri£#Lfc&K, S^in-tCi^ i$-*m#»;d*»&*L*o 
[0 3 0 3] 

< trails - Sottas* fcrt'S. -> 

wa*wio. vHAoffjximmt (t s ) m±-e> mat^^^-sw 

#««F«Mi> #Sjl000ppm5|ci». ffiL< l*&500ppm X t < ti&UOOp 



ffif£# 2004-3050037 



mm 2003-127503 



5> I 137/ 



[0 3 0 4] 

t£> &6~120B#W, $^H»tL<ttj!&12~96«fWC**o ifc. inaWIW© 
[0 3 0 5] 



tBSE# 2004-3050037 



#M 2003-127503 



^- P : 138/ 



[0 3 0 6] 

- awM*****^ -> 

*A#*ll»i-*o ffi#yX;vM 
, ifif^^IfWbti^o ^ti> W«JcJ:oT«*kPHAfc©* 

[0 3 0 7] 

o 

[0 3 0 8] 



ffifE# 2004-3050037 



mm 2003-127503 



5> I 139/ 



*<> »3l#fc««»Jh3«k«>»** ^ ^5 0 : i*v>L£*i : l, 

#4 b<ttl&2 o : i*v*u»i : i> H*=#*L<«fti o : ifcv*L&5 : 

jh»^inx.-C<>J:v> 0 ««*l»Jh#Jfctr»±, flx-HT^-h-A', 

o 

[0 3 0 9] 

L j|i^t I. i So 1 0 0 0 ppm*l, 

^L<li5 0 0 pp m*«, J:l9$f4L<iil00pp m*««ft*"C» < 

[0 3 1 0] 

9^«»l*i 9 «I3 0T5*v»l^Hfil?lll««tt*. *!)»*L<tt. # 
9^«^iURja±3y9X|g3^j«J: <9 1 0 TJ?l^aKJ»T«>*ft, £<bK:#£ L 

ilflM: 0 3 * v* L 4 TC«v*Wt) T?jDilM»i- * MWMfcWSW* 

* 7 0 ^;v#^#^#i^O?^E^a^^^jSt^ ^24 Lit 1 2 0 



tH8E# 2004-3050037 



#12003-12 7 503 



140/ 



B^^^f lv^„ £ h 4 8 2 0 ftmtffti LV> 0 4 8 

[0 3 11] 

[0 3 12] 
[0 3 13] 
[0 3 14] 

, JMW^iiC. I. 7V?KV?K5 2, c. I 

. r^W-l, C. I. Ty^7r;72, H12 3*Otftftft, C 
j ^_~>< y 7, C. I. ^— > , ^V7KlfoiitttD-> C. 

I. ^V^>y7-^19, C. I. ^V^>^-8 6fOjli^O 
*«Jfc*h C. I.yM>h79^7, HI 2 3> C. I. VA"«>H^ 
% |eJ4 9> 1^10 0, 1*12 5, H 5 5 > 1170, C 



ffiiE# 2004-3050037 



#M 2003-127503 



^-v : hi/ 



. I . yM> b -> 3 > C.I.VM>h^n-2 1, l°j6K C.I.V 
M>btP>v3 7, C.I.V;Wb^tV7>8, |W| 2 1 ^<7>?*i#t» 
$k C. I. 'J7^7^7*^o-15. 4 2 ; C. I. 'JT^f^l/?K2 
4, 2 1 8 ; C. I. 'J7^T^W-3 8, 2 2 0*OJRJfctt»s*k 

n-, -j-y y~)Vix-u— -f.xn— G„ >>>if >f ^n-iOG^ ^> 

*Wv\ >*~--?^y h^-i/^vGTR. if7ynyti/>'A ^'/tvW 

^ 'J V 7 > h t V > GK^^tfel^ ^yiiy, *K5-)AV^m fil 
*bit«. * ->A> /-c—r^V b V? K4R, 'J V->UW b\ tf9!/nW? 
h\ «)*?fy^V7>\ ^Vv^Aia. v-*l/?KC, + "/y 
i)7Vh#-5 >6B, "/V V7> b#-S ^3B^ xt^vVV-^ n-^> 

v-^b, ry-yy ^v-**o#fe«3H-, jfflir. n^h^v-, twit 

jRBI^yfA. ?v-> ->y*> *7>f r;v^ 

[0 3 15] 



tiiiiE# 2004-3050037 



# SI 2003-127503 



^— 5? : 142/ 



i/^^iiT^IHW*, #K-£<^^x- ffii^fTU-h, tfctextf 

<D£o%BmM> y)Viru^y^)V, 7 7 y f y >o ± ^ ^ii$U ^> ^- 
[0 3 16] 

<mm\ - sttafcrt'S. -> 

fc, ffl^j»-rs^^-e*>*ii:^ttL2>o ioi^ bLXlt^ Mx. 

[0 3 17] 

fflSE# 2004-3050037 



mW. 2003-127503 



^-y. 143/ 



[0 3 18] 

T^m^l^l^ Wz-tf. ^Vv>, T7->, ^nv>\ T*¥- 

, ^i^th'j7A, Kit^'J 1 )^ Rtth^A, ^m*'^^^ 

[0 3 19] 
[0 3 2 0] 

&j1~90SC»°/*k i L<(±^2~60Ki%i:*^>i : ? KM^btiZo MM 

i) ^^f^J (tt:-7onx7x7) <D^mm^^rmmk<D^(7)mm 

2) ^^^Jo^^^^^^o^E-e^^^fc^^^ 



ffiIE# 2004-3050037 



#M 2003-127503 



: 144/ 



[0 3 2 1] 
[0 3 2 2] 

fe*t*5Hk*»cJWKWt#MLfc1fel=, 
[0 3 2 3] 

BfSfciO. PHAOjy^X^iftJK (Tg) UIJL-C. l^^H^ 



ttiSE# 2004-3050037 



mU2 003-127503 



^-v>: 145/ 



>H^i^o Z<Dm, m000ppm*$5. §ff L<{i^500ppm 

[0 3 2 4] 

imKtz><n^ mm^m^~mK^.mx^^^K PHA^t (m. 

SJ: ^^20 o C^v^JgJ^T^ajgt?*)^o 
[0 3 2 5] 

ti4>^«at#:g#^Jt^^^l'jSb^> &j6~120i$F^ $?>^»t 
b<»i»12~96I^IWC**« J|flfcWMBO±Rtt, «#*f**«k 

[0 3 2 6] 

19. +&wmfc*<o*m&Miwmz 



miE# 2004-3050037 



SfcB, 2003-127503 



<*-i? I 146/ 



lOOp pmJ^Tt*$>^o 
[0 3 2 7] 

h\ *mm#k t/tifii&jfiL^siix at w&fl§#K taufii/MR* (fit 

mmitam. */we>*u «ae«sw. JKKJsaao, #i&to«j> *&m&m 

[0 3 2 8] 

am . «#ts:-§-*yw, (flu hmssu ^vw*9tt 

tr*)±V>m > 5HfcS!l (0IU Tween8(k HCO-50, HC0-60. *^">^ 



ffi|E# 2004-3050037 



mm 2003-127503 



^-v I 147/ 



y,^--fV~7 4 KY s sV >v (DPS) rtOM^^^^^^'-^^tLT^t 

mm (fik -rv-h-JK v;n?h-;w /K^if) £inx.T 

0 O^mOf&H^W^&o jiflK^ &lfc^U$3 0 O^mOfgfflOf^ 
[0 3 2 9] 

gntt^mu*. «*tf±«Lfc#*#fc. warn («. *ut. 
>*) > jh*s<j (flu r>7>, jbh* , 8?£-8J («. 

^ynm^n-^) , ffiUM («, ^fTT^^y^A, 
[0 3 3 0] 



{HiE# 2004-3050037 



2003-127503 



^-v! 148/ 



a*»«ii#wR^jW (flu at 

m*ffito. £fcfcJ:»)«IreS*. «x.tf*tt«>»M«« 

[0 3 3 1] 

#Jfctti±. |HJx.l^i^l, ^;vn-Xii#, fcf~-;vfi^#. T^U;v 
[0 3 3 2] 



ffifEJjf 2004-3050037 



S&m 2003-127503 



^-v: 149/ 



fo^^tv-t^tt^siw^iii^ ^et»iE«» (pms) 

, (ivf) , mLM®m-£<?xm*m*hiiK mm^mmx 

#J-C**#^ *f*L<ii> fiKAl A^fciJ^O. 0 lmg&v>L&Jl 0 Omg/kg 
#£<0«»&>S>iSM*dfca*-C£&o *e»^»*U<**> ^0. 0 5mg&V>L 
|i,50 mg/kg#mo^H^ ^H ? tHo #fc«F£ L < it. %) 0 . 1 

tt*HPJ^tfc#*ttJ*Al AMtzVifrZ b< (4, &0. lmgfcv*L&5 0 Omg/kg 

3 o omg/ / kg#m^a^ | o^M^-^^i^>o ^#iaic}±. jfcamfciB 

[0 3 3 3] 

**u m jm*u «**fc**k at-r^^ amm 

;K Me-CCUN, *^y97^ (omeprazole) > ^y^i-U^i (^fcWfctt 
[0 3 3 4] 



mSE# 2004-3050037 
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150/ 



[0 3 3 5] 

«a-r*£fc**C#*o ^Jx.««W^Jti> ±|BLfc«Kt»*r. *tt**^tt**tt 
^r^ijyf) % #ffc£lJ (tfk Tween 80, HC0-50, HCO-60. *;v^v^f^ 

-7V7^vFy'J>v (DPS) ft<^fc&^* w*-lc5mLT3mLT *> 

»J£-J*&ISH-C*W«<- ^t^tttiO. l*v*U&5 0 0 

^dKOHIWW^ «ff L< J±> ^.1 *v*U&3 0 0 ^mOfSB^fi^g-e 
3<bK*f£b<t±x ||2^^L|J2 0 O^mOli^SW^^o 

[0 3 3 6] 
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, Hi, &*. > («* t* ^ "7* ^ > > « 

vj y ^'^> v A N sH V P^'Jn- ;^6000^) ^£$dJD LX&%5$M t 

^fji/«t;vn-x, Kn^y^n if/Hr/un-*, ^'J*^f->xf l/>^a 

o 

[0 3 3 7] 

, ymikj-yw^m) > (flu ^°7^^^m#m^-r;^ 

[0 3 3 8] 
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3J£LTi*> ^tf^tfA^ *;vn-^if#, e--;i/M^ 7*';;v 
[0 3 3 9] 

T-KS^, >^14fi]fiiJ?, UHt#flttSJlii*, A8§=JS, Slfe, 

*^ t * t ifii^ k j: h a i d s , a&&smm*> mm^tz^ <Dg&mft 
*<D*n'*>im&m&<ottm&zv*&, nmmmmm (pms) otm 

, (ivf) 30 , M^HitJ^^ ^ o tS^rl^ & #\ Htjo^-ft-e 

MX*$>2>Ws&, jfiKli, ^AIA^^^^JO. 0 lmg&v>L&Jl 0 Omg/kg 
#*OlOB* *o Sfcfc#£L<»±, &0. 0 5mg£v>L 

mgfcv»UU Omg/kg^aofEH^'bMll^-^^^^o 1 0*/iO OlWfc 
tt«yWW«-^*ti^AlAS^*)«f*L<«, &0. lmg£v*L&5 0 Omg/kg 

3 0 0 mg/kgMOfi^ f»ltl^ u i^t H o ftS-BH&li. WWC1H 
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[0 3 4 0] 
[0 3 4 1] 

ttt^i:tt fc^fc, 4f9^->, T^y^>> 79^7^, 

^fi> 3 0 R*%JSlT*«»i L < . 2 0 K4%JrFd*#K«f£ Lv> 0 
[0 3 4 2] 

^fli^i^ b V folK^tl ; Kf->«t b V * A. Kfy^v 
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; #y t+yif^Ff->;vx-rJVSIt h y f? A, *°y j-^zsJLj-uy K 

^v^-r-^icmvy (2-tKn^>xf^) tv^-^^a, * o y**->.x- 
^ v > * * * v 7- b V * ^ . * V * * ~> ^ v y Yr " y 

;v y y * ^ , * * * x'v ;v y >m± h y * y >sfcx* ^ /hihh*** 
mtfbfrZo ***>&wmmm\<7>mti,xi*, wm*9 9r^^r>^^ 

t ^ ^ fy ^ >f W7 y| ; Kf*>^f-^7§^* 

ti, #y*^v^v>Kx*v;vj.-x;K *°y t^fyxf v>A#tfv/i'X 
a-^^^t— x— y-/niw#y t^yxfi^vTM^-r^i ; #y * 

-r;^*''Jt^y^V>7xx;vx>-f;H; ^VtftxfVV, 
'Jtftxfvv^nevvf^t+y^vl^ ; y>nf^> K-f^vBfc 

v;ve*> (9 ^f-bvf) x*-t;k v;vtf? > (9-*y-*7* 

y * if V^V^t^yAJrtf* Vtx^f *° y * * ~> ^ ^ y y ^ 

tf * v * * * * v ix x -f ;v . # y * * -> x f - v > v >v fc* * y * * 9 r H > M 

\£9^mm&x-x7-)y'm ; #y t^yxfv>v;vif>-^ (9-^^^-r-ty 

SO fh 7x;fiH© v;veb-;vfliJKi^x^r^; ^V-ty >*9 9T* 



tBiE# 2004-3050037 



#0 2003-127503 



^-v : 155/ 



[0 3 4 3] 

^mm(om^m.mm^mm s *l* ^^^^ k><- ? )V * D * - ** 

[0 3 4 4] 

jfflt<», l 0riaT-C**ttfJ:^ o t^7WD^n^ 
[0 3 4 5] 
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*tt** y T**WH»a**fc**LT0. 01~80®S%, »* t < ii0.01~50» 
[0 3 4 6] 

j hiam-r^o 

[0 3 4 7] 

(##fijl) P HB^*a9R4«i**t4»«E»»0<W 

TB 64 *ft*WP HB#)£*««)tii6*tt*M<S^ft«l^* : W 

B 64 ** 100 mLOLBJW(l%#y^^ % A 0.5 0.5 % 

4ftth'J9A, pH 7.4) "C, 30 V, -JMHMk -7-^^*^^ 
fe#DNA*5MiHJRLfc. we,tLfc«sfefrDNA«r«RBWfSau3AI-C«^ 
5W*Lfc. ^**-lipUC 18 fcttffiU WW»*BamHITSD«fU > 
BMk«fca(Molecular Cloning. 1 572 I, 1989 * \ Cold Spring Harb 
or Laboratory*)!*)^ DN A9 >f **- v 3 ^ Ver.II(£M) *JBV» 
TJ!A*DNA©Sau3AI«fl^llWM-k3ft»L.fc« -«DNAi 
fr*ffl^T*»W(E8cheichia coli)HB 101 *fe«r»JWetfeU TB 64 

[0 3 4 8] 

TB 64»OPHB^^««*a^**trDNA*fM-«r»*fe*«> 
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0 yL%l>t^*--fr t *T)Vi3Vm-± } 0 7 s 7*^ K^HlR-t-^d-h-CPHB^- 
[0 3 4 9] 

IiM:W^flrtL*ct**4v»|£«il*W*J*t:#tf^^^-pBBR 122(Mo Bi 

Tec) K£^;V* b-^-Y ^-^ 77T 

B 64 mlt(PHB^i«^vnn^l/-y 3 «i»)WI 
Lfcfcd^ TB 64 ml^PHB^tg^fL, Mt14£^L*:o 
[0 3 5 0] 

*JiipiUfc(LA-PCR^y h ;^rS)t)o 
[0 3 5 1] 

_t<£>J:9 ^LT»fe*L/iPCR^*IBf^^^TlWI!SW*BamHI«rffl 
^t^^il, S&S^^-pTrc 99 AOfWR#£BamHre$J»f> > 
m<b^a(Molecular Cloning. 1^> 5.7.2 K> 1989 ^ \ Cold Spring Ha 
rbor L aboratoryfflJK) LfctOC DNA7^-ya^^ Ver. II (£« 
jft)ftfflv»raaSLfeo »fc*ifc«3M.:/?*3 KT**MK Escherichia coli 
HB ioi)**-ffc*^^Att»cJ:0»IW8lfcl-(SWa), #fe*Lfc«**.4*J: 

OHJRLfcfetM-^?** KfcpTB 64-PHBfcLfco pTB 64-PHB"C;fc» 
M (Escherichia coli HB 101) Z&Lik* 

J: «J U pTB 64-PHB&&x.*k£#fco 

[0 3 5 2] 

2 ) G S TUl^-P HB^if^It^tt^^f^^ 
pTB 64-PHB»x.MLB^t 200 mLCilLt, 37 <C> 125 * h * 
-?/£"? 12 «pWiKai&«Lfeo ZOX^KVXnhtitzmfcZ&'bfrMKX 
o-CHJRU 5£ifcfc* *) KDNASrlSJfcLfco 
[0 3 5 3] 

ffiaE# 2004-3050037 
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pTB 64-PHBK**LT, ±mm77 J^-t&Z. *'J =f* * V**- K(E 
SW^: l)*itrr««^9 <i-?-t%2>, *'J 3^ * V^-f- H(E?W-3". 2) 
ZZti^'timt • -frjfc Life (T^->* A "7 rl^^T • *-r*)o dO^V 3* 
jLpVit'f- 'f v-t It, pTB 64-PHB«r-r>7 p V- b UPC 

R^fT^ ±8ft£BamHlWIR«tiU T*KXhoI«R«Mi«r*i-*PHB'fr* 
itSfcf©^! tiltl L ^; ( L A-P C R 7 h ; ^Mdt)o 
[0 3 5 4] 

ttS4bfcPCRitMMJBj£BamHI*3 JtttthoIK i OtlHtU KpG 
EX - 6 P - 1 (77vtA7 7^"7vT • :fr , f , 2 r ttil)^WJ&i"£ffii£fc}¥ 

£#fco BtfcO?l©tt* M iniprep (Wizard Minipreps DN A Purification 
Systems. P R OME G AttS) tffl^t^illil U:^7^ ^ KDNAfcB 
am HI, XhoI-e«fcllt'-C»?>*t&DNAWf>T-^J: Offo^o 
[0 3 5 5] 
(###13) PHB^ffOll 

# <b tLfci&mfflm* * r > e 5/ i ; > (100 M %/ u * man l *: 2 x y T&m (# 

y^h*' 16 g/L. ^-Sr^^rT, 10 g/L> NaCl 5g/U PH 7.0)100 mL 

•e 30 rnT-Bfemr^«t/i 0 

[0 3 5 6] 

dtUrT^vVXlOO ^g/L)*^int^2XYT^(^ 1 ^7 fl h> 16 g 
/L. 10 g/L, NaCl 5g/L. PH 7.0)10 D v h/W~*iniU 30 

*C ic-c 3 BfrlWWflfc. ^ V yn tf ;v-0-D-^*# 9 ^ >t?7/v K(IPTG) 

[0 3 5 7] 

@JRLfc*g*iS*4X\ 78000m/s2(=8000G)-e 10 ^F^MMU -hit* 
IR^v^^ h £ 4X:©PB Si#f£ 500 mL^SIill^o ^<DM 

>f-7°^t:iot 216MPa(=2200 kg/cm2) KlJDffi Lfc**fc^ L fo; X;V 
^Bift*»ife^*^^^^#«!sSl*fTo^o 4 78000m/s2 
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(=8ooog)-c 10 ^iii^it^t> ±m^muLtz 0 z<D±.m* 0.45 

S-P AGE~?$m-Ltz 0 
[0 3 5 8] 

jfcK, Z<DGSTm&?KB&J&mm*7^?1-*> • -f7Tn-X4B(Gl 
utathion Sepharose 4B : 7-7y^7r;Wv7 • ^ tf ^fiDtfflS 
Lfzo Vflsff-Xy • -b7TD-^ 4BO 75 6.65 mL*4^ 490 

Om/s2(=500G)-e5^m^ab. ±.i*S:JR*)BfcV*fc&, 4tOPBSM2 
00 mUznBML, Zt>K4°C, 4900 m/s2 (=500 G ) *e 5 frmM'bWML, -tit 
ZJ$LV)^?z 0 £<bK4t;OPBS^5mLKM}§U > • *7 

7 a-^4B <D 50 »X7')-tL/:o 
[0 3 5 9] 

i<7?^;v^^-^-> • -b7ro-^4B© 50 10 mU^^i^L 

?>f£> 4°C, 4900m/82(-500G)T?5«'ma^«at, _tff £3**) E£v**:^ 4 

i«GST»^PHB^Ii*S:15lftU^^f*> • *7 7 n-^4Bi: 

5tO^ 'J^- yift( Cleavage Buffer; Tris-HCl 50 mM> NaC1150 
mM. EDTAlmM, D ithiothreitol 1 mM, PH 7) 5mU:I^Lfe 0 £ 
*U-4% ©T'W/yaV • 7nrT --If (Pre Scission Protease; 7^'>lrA 
7 7;V7y7^tf^ttt)^? 0.5 mL&^tniU 5 t: 

tMRSWaK^Kfifc^ t-fco £*l*4*C. 4900m/s2(=500G)X'5^ra^C^ 

4BO 50 4t, 4900m/s2(=500G)T? 5 ^^£,#1L, 
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*y • -b7 ro-x 4 BI,zm.MZ*£-fco ^>T'4'C, 4900m/s2(=500G)-C5^ 
[0 3 6 0] 

T^^XSigmalil)^ 0.1 M bnS^^7 7-(pH 8.0)K 3.0mg/ 
mlMMLtzmm 100 /.L^^m^ 100 ^LH^PtTfl^t, 30 "CC 1 fl-flU 
7°W y^i^- b L£ 0 <r*UC. 3-t: Ku^vT^'J^CoAfc 0.1 M h'J 
X^m^*^^T-(pH 8.0)K 3.0 mMi»t/:M 100 ^L&i&lLTr.g/g-L 
, 30 "Cf 1 ~ 30 h L/:0*>, hV^nnl^m^ 0. 1 M h 

'J^M^^7 7-(pH 8.0)K 10 mg/mmffiLfzm®. 300 fxL^muVXK 
f&^#lh^*^o RJS#jLt^-<7)^^3t^§l(147, 000m/s2(=15> 0O0G) 
. 10#BI)U 5> 5'-yft^-(2--hn^lfi)^ 0.1 Mh'J^t 
/ sf^ :7r _(p H 8 . 0 )tc 2.0 mMiiLfcM 500 fiL*±m 500 /zU'^nb 
„ 30 TCC 10 ^HfH h b^<7)^», 412 nmO^E^illSL/io U 

T 1 frfSK: 1 fi mol<7)CoA^mm$^^>^«** l^i(U) £ LT. ^^14 
fcft-HL/io ^iSS^ Mttttt 7.5 U/mL^#*>*^o £0$^ 9 
*r;v«ljnLT!&^^*lU 10 U/mLi:L^^O^ffim^*^(l)i:b 

fco 

[0 3 6 1] 

4 ) P H B ^^*^OT#^<^P^^ 



KK 01 ^TL2ft*> g^J-*;* 0.5 %. ^ * 9 (TTB#JB) 0. 3% 
£^LfcM9ig&(TiB&J?fc)10 y ? WVT? 30 *C, 24 B5HW*&*U 0JRL;fc 
4 t:, 78000m/s2(=8000G)T~ 10 ^BX'Ci^yffib, J:iff«:fl*0lfcvvfc 
Ttfl^W h^4t©PBStt 500 mLfcffiKffltfco i©I***?>* 
Di6 4 , Ct'^*PbT*5V^c^^-fe^^lll 40 mLfoiiAL, 7 1/>f^ 
la^T 2200 kg/cm2lCljnJEL^^^^LT^^^^^^W^^^" ;i,,r ^ 
■CWflfljfeWWIitfofco #'btL/cm#»m*4 £ C. 78000m/s2(=8000G)-t?l 
0 5frW*'Mfi«Lfcfk ±fllSrElJRLfeo Z.<DJ£\H* 0.45 ^m07^H-"(? 
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£Lfco MtttUKK 01 flcfco^TJi 1.6 U/mU TL2t 

fcov»TI± 1.2 U/mL^#«btL^o «I<7>i££> ^?#^^^J(^n a p^:^ 
•f £t *) < ^ T h -1±*i) *^llDtrlRH»5a««SL, 10 U/mLi: Lfc«»* 
ft*, KK 01 ;»&3fcOfcOfcffl0*ifc(lK TL2^^WI$( 

2)t Ltzo 

[0 3 6 2] 
[M 9 if «J] 
Na2HP04 : 6.2g 
KH2P04 : 3.0g 
NaCl : 0.5g 
NH4C1 : l.Og 
(J&Afel V y b^4»> pH 7.0) 

- h 'J o=fif;Bfe I 1.5g MgS 04 : 3.0g ; MnS 04 : 0.5g ; NaCl : l.Og ; ; 

FeS04:o.ig; CaCi2:o.i g ; Coci2:o.i g ; ZnS04:o.ig ; CuS04 

lO.lg; A 1 K(SO4)2:0.1g; H3BO3:0.1g; Na2Mo04 I O.lg; NiC12 

: o.ig; (i v v pH 7.0) 
(##^J5) p h A^ittit^^t^f s 

P H A frAVX&Stt * *"* & JB JHHfcfrfcfER L fc o 
[0 3 6 3] 

YN2M 100 mL<7) L B^( 1 yo*'^ > > (H*tl(»)^)> 0.5 % 

0#i*x(Difco*±i£K 0.5 pH 7.4)-e 30 °c, -®&m 

A«rftUK»*Hind IIIt^S^MSLfco ^^-tlipUC 18 SHfcfflU ffilR 
^Hind III-eOTtTto JlsaiOK 1 ; >B$yffi (Molecular Cloning. 1. 572 
N (1989); Cold Spring Harbor Laboratory ft Ji£)?><£>*>s DNA7^y-v 
3 y*yh Ver. II(MKS(«0«) *fflv»T, * -oW£M£(? n--> ^ 
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AMKZm.fr&A'tz'??** K^?*-£fflV»-C. *JJ§M (Escherichia coli) 
HB 101 *fe*B5UE&U YN2^DNA7'f/7 1 J-^l^o 
[0 3 6 4] 

>X\l, YN2»OPHA^jSaS*a^F ! S:^tfDNABfM- J S:ai^i- =» 

NAtf>^->tUPCR*tfofco pCRHMS$ttti?tDNABf>t«: 
^n-rfcUfflv^ 0 yu-y^mmftte, TUJRO*ift»3R^AlkPhosDire 
ct(7vy^A7 7JVvvT • *"r * OHO*) SrfUffl LT*T ofc 0 
[0 3 6 5] 

nn~-/W ^4f—>3 V^lCioTPHA^^it'feT-^^tf^x. 
[0 3 6 6] 

^ - 1$# L 7t SfsT- DNAifr*. ^^14^-7'T*&&IncP> IncCK 
VMilncWOWtLH fbJK $ *V»Jt«±J*Wil****tr^^ * -pB B R 122 
(Mo Bi Tec)fc****.fco iO****.-/?* 5 ny^KW-fn 
V r^f YN 2 mL|*(P H A^M^tt)^ x ^^ >n#V->a>fti:J: 01* 
®^L^fc^^>, YN2mI*OPHA^i«U ^BMtt^^ Lfco t£ 
ot, «S^;Kfc»^DNA»r>m> yj.-KW'f3iJ7^fYN2mL 

[0 3 6 7] 
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^-y : 163/ 



[0 3 6 8] 

%m y ? >r v - (k^j#-^ : 7 ) & £ irratiffl ^7 >r -? - (mnm^ - 8 ) , e?ij#^ 

:6-C^ *l & ttHiS^I WPHA & , ilffl ^ 9 <i -? - <E 

: 9 ) & i XTFUM -fy^^- (Wffltt : 10) £ * ^(T-7v 

5&£ im&m^: 6 -C^S ft*ffilfeE^J*^Wfcov>-C p c R ^ v ^ P H 
A*Mt*«^©*«**«bfc(LA-PCR*y b ;SW*(*IO*)o 

[0 3 6 9] 

WhfttzF CRmWfrfr* ZXTBSb*? * -pTrc 99 ASriWIS^Hi 
nd IireSJWfU fl&U >K4fc$Zy§t (Molecular Cloning. 1 572 I, 1989^ 
; Cold Spring Harbor LaboratoryffiJK) Lfc?>*» CLODS'** * -pTrc 
99 A^IIifti:> W^OTPffift^E^Srlfev^PHA^W*!!^^ 
^S*-^tfDNA»fM-*> DNA?^y-'>a^9 hVer.II(SJBS(*)» 

[0 3 7 0] 

#t,^«i^7X5 K-C^»W (Escherichia col i HB 101 

^DNA^#t^»i^7^5 K«rpYN2-Cl, EW»: 6 
DNA*fiWt*^^9X5 K«rpYN2-C2 tU. pYN2-CK pY 
N2-C2-e;»m(Escherichia coli HB 101 fB fadB&«#) SnfeflS*^ 

pYN2-Cimfe pYN2-C2»itW- 
[0 3 7 1] 
(##W6) PHA^f^ll 
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^-v ! 164/ 



ll)fc£Un^I0^^-£&£> * U 9 U** KWSfllW-: 12) 
&Ztl**timt • ^L^(77->tA77^y7 • *-rM1*))o 
vj ^^l/tf K^^'fv-hU, pYN 2-C 1 Sr-r^V- hiiUPC 
Rfcffv^ ±»£BamHI«IR*fc T*K:XhoI«R»tt**i-* P HA-fr* 
»fga^O^£g£ii©Lfc(LA-PCR*y h ;SS3i(8O80o 
[0 3 7 2] 

14)*-5-tL-r*LKth • ^U(7vvtA7 7JWy7 • /*>f *7^(«0)o - 
<7>*U V*?-K*7^>f v-fc LT. pYN2-C 2 fcx >7°V- ftU 

PCRtffv^ ±*KBamHlMIMMk T«^XhoI«R«Mt***f*PHA 

[0 3 7 3] 

ItllU^ttWOPCRiillSWiBamHI^JiOfXhoI^i OM-ffcU T" 
KpGEX-6 P-l (77vtA7 7^y7 • * x * (80 Si) 
tSSRt^Xl^o £*l&©^**-*JBv»T:WM(JM 109)fc^KteifeL 
> Hl^IDc^i^. m*«>ii©^ Miniprep (Wizard Minipreps DNA P 
urification Systems, P R OME 6 Atti) Wv»t*ieM tft^^ 5 
KDNA*BamHI, XhoIT^S tr^tt* DN AW^K* Olf ofco 
nfci»tLB-Ami*» 10 mL-C-Kk^V • L*:*, 0.1 m 

L*. 10 mL©LB-Ami#»fc*jniU 37 170 rpmt? 3 ntKlSb L 
fee *<0flUPTG*^(#*J£ 1 mM)U 37 ICTM^lb 12 R3HVP***ft 

[0 3 7 4] 

I P T G SIS L * *B (78000m/s2 (=8000 G)> 2 3\ 4 1C) U 1/1 

0 »co 4 °C y>*#»£3it»*(PBS ; 8 g NaCk 1.44 g Na2HP04 
„ 0.24 g KH2P04, 0.2 g KCk 1, 000 mlM^fc) ^WR» L£o 
»^J:tFyr.^-^9>»=J:0«#*«a*U »<k(78000m/s2(=8000Gk 10# 
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)*)-C«|»Lfco 
[0 3 7 5] 

o/co i"**>*>> rfc**-** • -f7rn-^iS:raS^PBST*3llI«fe^(78000 
m/s2(-8000G), 1 fl\ 4t)Ut, 4 % * vjfiL?»T;V7^ >*»P B S «rW 
»Jn^.T4 e CT'lB#P^^SL7to «.amra«^PBSt?2 0ffci*U l/2«0 
PB Si:?HI»tfc. 
[0 3 7 6] 

iaiL/;^^ft> ^770-^ 40 a<L&. $§«&ffii&l mL 
fllU 4tJT?»*fc«#Lfco »^W^JtGST-YN2-Cl 
is £t/G S T-YN 2-C 2 %?)l'9 J f-y!r > • >b7 7 0-7i:|Rf $*fco 
. ^(78000m/s2(=8000G), 1 fl\ 4X))UWf t> '*7rn-X* 
@JRU 400 fiL<DPBS-V3mm^LtZo *<r>®~ 10 mM^^ft> 40 M 

78000m/s2(=8000GK 2 fl\ 4 TC) LT±.J**ElJRLfclfeP B S 

„ GSTltt#^>^^R«r»»U3to SDS-PAGEKi^ y>W/K 

[0 3 7 7] 

#G STill^-? >v??R 500 ^gSrPreScission^n-f T— «(T*^V^A7 
r;w>T • ^tr^m 5U)T?»ffcLfc!k Wft>^7 7 n 
-Xi:IU7'nt7-b*J:GST^i*U;o 7n-^^I*§?>^ 
PB St¥fftLf:-b77f^ **G 200 5H9AC*»lt, ^W^fYN 
2-C l^J:0»YN2-C2Ot»»»»t#fc. SDS-PAGEWHW 
fi 60.8 kDa^ ££0* 61.5 kDaOvV^wr/ KSriSBb^o 
[0 3 7 8] 

W«*fe<MMWmW«W(*«fc D < ^AB-1100 > T h-(»)»*rffl 
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[0 3 7 9] 

vOnBCAr^ «7E*i£H ^7>(e7^^5* >M±«) J: o X fflfc L 
[0 3 8 0] 



*1 



4* 


fiH4 




t*«**«(2) pW2-Cl 


11 U/raL 


4.1 via&WX 


mmtt(3) PYN2-C2 


liU/mL 


3i UAng^W^t 



(##$17) PHA^»412 

P91^H 45 *k YN2^iO f P 161 (DifcottSDO 
.5 %. 0.1 %tmM9^t 200 mLlcOTUT, 30 r> 125* 

hn-^/fl-C«ftJMLfco 24 B#Ht£> W#*«^4Mi(98. 000m/s2(10, 00 
0G)> 4^ 10 #Rg)K£o-C|I!J|XU 0.1 M h'JX«^7 7r-(pH 8.0) 

200 muzumm Lx&mM>bfrM-rz - 1 k £ •=> rft*ufco o. i m b 

U^a«/t?7r-(pH 8.0)2.0 mU£#!K»U itM#lt:tf#t^O 
jfrfrfrttUlft. 000m/s2(=12, OOOGK 4 *C, 10 »m) LT_Ltf tBURUT 

[0 3 8 1] 
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[*2] 





ft* 






P9lt* 


0.1 U/mL 


W*»<4) 


H4Sttc 


QJ2 U/mL 


8*38(5) 


YN2tfc 


0.4 U/mL 


W*tt(6) 


P161K 


0.2 U/mL 



«JB»**«*^^*l*«^*I(*r^fc 0 < A^AB-1100, T 
)fcffiv*-Ciftl8U 10 U/mLOtff^I^'#^o 
[0 3 8 2] 

8 ) 3- 1 K n * v T v ;VCoAO^^ 
(R)-3-t Kn^t- * 9 J -i ;V-CoAti^ Rehm BHA> Kruger SteinbuchelA 
(1998) Journal of Biological Chemistry 273 pp24044-2405Hw^>'£. g^p 
03SM*irax.^cOJ:'9 icff o/co acyl-CoA synthetase (Sigmatfcti) 2 mM ATP 
, 5 mM MgC12, 2 mM coenzyme A. 2mM (R)-34iydroxyoctanoate£-^-ir h V X 

imMmmso p h 7. 5) K*m uo-u^^A^n^f^ 

jL*6*:^ n-heptane"e*RJSO*R-C*S (R) -3-hydroxyoctanoate £ » til tt 
B&^Lfco HPLCl* i*^-*f^ti> RP18*^A(nucleosil C18. 7/^m, Knauser) 
fcffiv*. 25 mMV >m#«^(pH 5.3)*®W)&k LT. T-fe h~ h V )V<DUBM 
&43E*jHtTigFffiU ^ *-K7 V"f«fcB4#^200*»e>500 nm<7>l£3fcX^* 

)-3-H kd ^rv-5-(4-7 n 7 x x;v)^'V U ^CoA & f| L o 
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[0 3 8 3] 

9 ) 

D _^ ;vn _^ 0.5%h. 5-(4-7^n7x^;v)^(FPVA)0.1%t 
^^•tfM9^ife K^ef-^ • ^nUTW • YN2ft(P seudomonas c 

ichorii YN2, FERM B P-7375) Z®M U 30V, 8O0^/^> 2.5 

L/^-eii^»^#t^ 0 48B#F*m m^^^^^E^U D-^;v 

3-^0.5%^ FPVA 0.1%^£^> M^(NH4Cl)*^^^^M9i# 
[0 3 8 4] 

MU ^4 < C"e2NFF^MU-CPHA*ambfCo ^l>3llt« *) P H A&II] 
JRU^L/ci^ ig&ifcilUi^l) 0.87gOPHA^#^*:o -OP HA 

^m^it^m i tu^o 

[0 3 8 5] 

- <7)^^^;^^ V y h * 20mL<£> ? n n KWiM eO'CT 20B#r^^^ 

MlCztm<7)«^^iaiR.L-C^^LTPHA : S:#^o 
[0 3 8 6] 

#ib*i£PHAO&J&{±mT<7>J;? i:L«L/: 0 & lOmgOP 

HA* 25mL#±^S7y^n^Att, * n n*;VA 2 mUCy#j§?£^ 3 

m&^-fr* ^y-;v^2mL*in£T> loor-em^i-fc^ 3.5Bf^^$-^ 
/Co r/s^-t^ iomL*jnx-r^t< io^mi:L/cm^. 2M 

iZ fi. m i^fzrm <7) ^ a n * ;v A JI 9 tti U Hc®^ '> * A T^tK L/cO 
#QP-5050> *7A:DB-WAX(J&Wli 0. 32mm X 30m). EI*fc)K:WT 
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VfiftBfe^-a-— ^ ht-fcOs FP VAtcfi^l-^mSo^y-r-^-y >-e&& 3 
H F P V * v-o-- « y h coJMri*^ P H AjW* h titzo 
[0 3 8 7] 

Q.-P^y- HLC-8020. *7 A ; tfV-r-vtfy V } ) -P Lgel MIXED-C 
(5^mK §I;(^nn*;VA, #U 7fl/VH»)J: «£ OffNlliLfcfe*% Mn 
=71, 500s Mw=158,000 -C&ofco 
[0 3 8 8] 
10) 

F P VA<Dmt> OK 4 -7 ^ J * VB&SKPxB A) &ffiv^tWi###lJ 
<|W|C##T^ 3-H KD^y-4-7x;^yfI(3HPxB)€yv-a-7 h 
**trPHA**JfcLfca:£** «tt»*lLM5fcO 0. 15g<75 P H Ari ? # h fltz 
o C10PHA*^l^b^tJ2 b7to 
[0 3 8 9] 

#^tL^PHA^ov^T##^!l9 fcR»£5WffMlfi ! S:fTo;tefc£^ PHA* 

95%**PxBA-C*»K 5%#3-t Kn*V«toa 

•7-^^-7 >^>Jt^7&*Jft^PHA**SEJR^-C#e>tt^o ^T-»{iMn=71 
, 500. Mw = 158s 000 1:$>-ofzo 
[0 3 9 0] 
1) 

F P V A <nmt> »)ic4-i'^n^ (CHBA)*I v> Jant±##fll 
9 i:^< BCfcfrTN 3-H Kndfy-4-v^n^v^K3 HCHB^y* 
h^tfPHA^L^t^^, igMilU^O 0.79gOPH 

[0 3 9 1] 

#f,^PHACOV^#ti9 fcH^C^M^-p^^CL^s PHA* 
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;-7-^7>HTIi, 98%J&*3HCHB-e*lK 

<»x.=-y CHBA^tSISOt/^-y H?^3HCH 

n=92,200. Mw =218, 000 T?*ofco 
[0 3 9 2] 
(###!] 1 2 ) 

f p va©#^ *m- 5 ;v^m(Bzv a) ^m^tz^im^m 9 £ 

^<|WIC^#T^ 3-t Kn^V-5-^V^^¥l!l(3HBzV)-€y7-^ 
* h*«rPHA*#*Lfci:C*, ttMftlUS*:* O.55g0>PHA**»fe 

[0 3 9 3] 

^t>*ifcPHAi:ov»T##W9 tra»H«**fffl £ fflS : S:ffojtfc i?>. PHA^e 
y^-jx- ? h LTti, 88%**3HBzV-efciK 12%* f 3 -t Kn * VB&Hk 
3-tKn^yA^t>E 3-tKn^yf*>i 

h-Cab«9> BzVAtc**-t-&B»fSO-=ey ft^3HBzV^^-7- 
a-y bOJt^v^PHA^JR^^iifco tfz, ^f*i±Mn=325.000 
. Mw = l,240,000 -Cfcofco 
[0 3 9 4] 
1 3 ) 

FPVAtf?ft>i)t:5-(4-7;vtn^y^iV)^fSI(FB z VA)S:ffl^ 

MlL^fc*) o.35g^PHA**W^*t^o i©PHA^fc^5l:L^. 
[0 3 9 5] 

#<b*t£PHAKov>-T###!l9 fcRI*l^*ffMi*ffo/s4:i%, PHA* 
y-^-jL-y hfcLTtt, 79%#3HFBzVT**K 21%#3 -fc Fn* ->MI 

3-tKD + yKf*>^ 3-H Kn^ry Kf liJ'U^ 
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7 h-C&O. FBzVAICfift^I^/^-^'^ ht**3HFBzV* 

85,000. Mw =833, 000 X-&-otz 0 
[0 3 9 6] 
1 4 ) 

<|W1D^T% 3-t: Kn^y-5-fx^V^(3HTV)*y7-^7 h 
Z^tfFKAZ&J&LtztZZ, ^M*lL^/c«9 0.85g?>P H A^mhKtz 
0 .I(7)PHA»M6i:Lf: 0 
10 3 9 7] 

#fb*t*:PHAKo^T###iJ9 LftffiKfrffiWmHr otzbc\h, PHA* 
;7-J.-7ULTIi, 97%^3HTVeab<9> Kn^rVff O 

:x~>y ht*^ TVAi:fi*t4ffSO*/ , 7-i-'5' 3 HTV^/ 

b <Ditm^ ^ P H A^JR^t:1# <b itfzo Z tz, ^• : f-*{iMn=75, 
000> Mw = 185,000 -e^ofco 
[0 3 9 8] 
1 5 ) 

F PVA^ 0 K >f ;V^^(ToV A) 9 t 

£<|s|C^-£\ 3-t: Kn^y-5-fxy^;l/tft(3HToV)*/-7-^ 
y h£l|-tfPHA£^J&L7^^ igMilUS*:*) 0. 15gOP H Ari*#*> 
*tfco :OPHA^M7kUo 
[0 3 9 9] 

#t>tL^PHAlCOV>T##^J9 fcRfcfc^ffHB&frofcfci^ PHA^e 
>y ftUfi, 62%**3HToV-e*«). 38%7&*3-fc KP*^»*^ 

3-tKn^>Kf5!7>E 3-fc: Kn*v Kf-tvl^H l«£UiOJ.-y 
bt$>^ ToVAHfiJlst* *^fSo-=ey^-^--y h-eab& 3 HToV*/^- 

aiy >(7)Jt^^^PHA^lDl^-e#^ttfCo fl^*»4Mn=105.000 
N Mw =252, 000 -CabofCo 
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[0 4 0 01 

1 6 ) 

FPVAOffc9i:5- (4-7;Hnf*7x;^fv) ±fi(FTPxVA) 
t7x;^/) ^(SHFTPxV)^^-^^ h &-^tr P H A L 

[0 4 0 1] 

/-?-^>y >£L-Oi> 82%^3HFTPxVe*^ 18%rt s 3-fcKn*v 

:x~y b-e*«3. FTPxVA(«t^S^^-^^ >^^3HF 

4&Mn=95,000> Mw =282, 000 -C&ofco 
[0 4 0 2] 
1 7 ) 

FPVAOffc^:5- [ (4-7;v^o-7^-;i/^^;v) x;V7 7-^] ^ 

Lfcfc£*. igiM*lU|/i») O.Z5g<DPHA*mbtitio iWPHA^ 
[0 4 0 3] 

#P>tL^:PHA^o^T##^!l9 fc|ig*iUc#ffiSHilfi&?Tofcfc c:%* PHA^e 
b^LTti, 89%^3-V: KD*y-5- [ (4-7;VtD7x^;V^ 
x;V7 7^M tft^^-^^"^*^ ll%rt*3-fc KD^y@& 
^ 3-iiFn^y^t>E 3-tKn^yt^^^ 3-tKn^fyf* 
ygU 3-HKn^yFf*>E 3-fc Kn^> Kf-fe>^^ *> lflULh^ 
-„ h-efcO, 5- [ (4-7W07x-;^f^) ^;v7r-;v] 
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•C^'btL/io 55-T-*t±Mn=35,00(K Mw=92,000 tr^o/io 

[0 4 0 4] 
1 8 ) 

FPVA<7)f^^:5-ftfxy^y^ft (TTxVA) Zm^Wim* 
##^J9^^:<|W|C^#t?\ 3-tKn# J A5-f*fi/*'>tl« (3HT 
TxV) h*^tfPHAfc£-jfcLfcfcC%, itM* 1 £ *U 

. IgO P H Arisff <b tL7t 0 -OPHA £0l3*ft£-8HO £: L£ 0 
[0 4 0 5] 

#ibtt^PHAico^r##^j9 bnm^mm-m^ff^fztz.^, pha^ 

y-7-J--7l>i:ltti, 90%**3HTTxVt?*»), 10%^3-t Kn*VB& 

>®L 3-fc Kn^rv Kf-te^fllW)? lSJ^i^- 3 - 

V*;7-a-7 h<DJt^lS^PHA^it5JR^-C#?>tt^o 5^*»iM 
n=205,000> Mw =550, 000 "C&ofco 
[0 4 0 6] 
1 9 ) 

FPVAOfi 1 *)^:*^^^ (OA) *ffiv*fcJ!^te##fll9 fc£<RC* 
fji-e. 3-bFn^->t^^>t (3 HO) t;-7-a-»; h^trPHAS:^ 
igF*ifc*lU§;fc») 0.75gOPHA^#^tL7to £<7)PHA£#!l 

^b-a-tfiit b/co 

[0 4 0 7] 

#P>tL7tPHAHov^T##M9 i:|BiaiH**ffHK*ffo/ifcC^ PHA-^ 
hiiLTIi, 65%**3HOTNfe*K 35%^3-t Kn^i/g&m. 3- 
li'Kn^v^t'/E Kn^v^-/^ 3-tKn^/t^f, 3 

-tKD*'>f*Vt, 3-tKn^fVKf*^ 3-tKD*->m>iO 

ffifiE# 2004-305 0037 
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tiMn=132,000> Mw =312, 000 -C&ofco 
[0 4 0 8] 
(##£U 2 0 ) 

»#jc**0. l%**trM9*^l*»±^YN2#<D3ni-*, OD(600n 
m) = 1 . 0 fc44 i o lc«ILfc4iltil*t!K» tfe, ^fej&LT&v^ 
£fc£lgr$:£-£fc\,*l/l 0N-M9$^il 0 0*CK. 9 &B$^> 

[0 4 0 9] 
[0 4 10] 

KWi^DD*^A5 0mL^Di, 3 0 8B*W«#LTPHA* 
[0 4 11] 

#<btLfcPHA^ov>-C##M9 fcP^K^&rfHiffi&tT^ $f>i:iH-NMR 
59-«f*ffo^(ffiffl«»:FT-NMR:Bruker DPX4 0 0^ iffl5c^«:lH, 1£ 
MI:i^n^A(TMSAi)))o ««<&5fc3tz:*»fr 
iSitf.xatf^S'fcKlfc*^ 0 h >0^§Jl(iMacromolecules. 3 1> 1480-1486 
(1998)^0X^0^0 dOjfe*. h LTli. 17%^ 

3-t: Kn^v^-byE 3-t: Kn^Wr^E 3-tKn^vt^f 
>BU 3-t Ko^rVKft^^ o lWJ>±<D3-~y bT£*K 1-^-^f- 

i5v>PHArtWX^#fc*Lfco Sfc, $^*liMn=251,00(k Mw=550,000 
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[0 4 12] 

2 1 ) m&fc<wm 1 

a«*Hfc*»*t»i:, Dc-ftvtitLti. o~i. lMows-y-r* 

HHJfL&rt^ 8 0-9 or^&ffcJRJS&fr^ ® H B H ££J& 

*tL0. 9-1. 2S*fc**J:^««i(f-HfcW»«E«:inix./t^ 

0 . 1 m 0^c7)^i4#: 1 *%tz 0 
[0 4 13] 

(Idftfli 1 ) 

N-(S)-2-Tetrahydrofuroyl-Gly-D2Nal-D4ClPhe-D3Pal-Ser-NMeTyr-DLys(Nic)- 
Leu-Lys(Nisp)-Pro-DAlaNH2 (J^lT^ ~f*f~ VAt B&fBi" 2> ) ^WDM. (TAPtfc 
m 500mg£. ^@7K 0.6ml K$g#Lfco 4. 5gO0!)^ft£* 1 

(7)w/oMiL<b^^i6r^±pt^ ^^lertc^LTis^Tto.iro^ 1 ; ^* 

-;V7^n-^ (EG- 4 0. B^Jfcfltf 6 *) TK^lOOOmlf IC&A U 

fcffl^ 7000 rpm fW/0/WlM»t 

w/oM?ui^*eKb3*fcik (o 5 pr- 2 2. B&wm 

) ^fflv^T 2000 rpm -eifc'C^ttLfco fr&i£JKW&SKS*KS#flfc&, ^ 

£^*<&&@*fcl?4W8:^ ^&KD-^>-b-M).3g£flnx.. *tt«*U 
»5|cfc LTfl&l^'f * n * 1 fcftfco ^ * n # KAO 

^^Sr^3^i- 0 
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[0 4 14] 

mmw 2~i2) 

m^t^Vd i o \zmmt^ 2~i2 zm^tzvmte^iMm 1 m 

A<7>-^T^£^3 
[0 4 15] 
(*MM 1 3 ) 

»«r?6©^ aW&*£»^J:03ic*R*L*:!fe, 70rt?12B#^^$-ii:^ - 
3 i-^i"o 

[0 4 16] 

On*W13 ICov>T#^MI£M5e t (FT-IR ; a*-* >.x 

>v-r-tt*> 1720X) tz?>^ mmf&wft^mmzfrfzT* > (3340 cm-ittsa) 

&l/fx#*y (822 cm-HtiS) Olf-^«tt^-r * n U -f^l 3 "CliM^c t 
TV^Zo ClttiV). ffllt:x,f y a- 7h!:^PHAt A^t ^ f 1/ > v 7 
MS V ^ - i 0 WS. £ tt/i^v >f * n ij ;v 

[0 4 17] 

(HJ&0O 1 4 ) 

±iB<«tt^-f * n * 7Mr;V 1 2 Hov>T50K*3|U^ 5fcSftT 5 y SEtt#V v 
n ^-9- > v 'Jn-Vt'f MSF4700, GESt£-> y 3 - > (80 $0 * 10Sf* 
70 t C-C2^K)S^^o £*L***>'->WC»»U (10 

, ooox g> 4"c, 20fl-w) -rz>&ftz$mirztx-m&, e»u *'vvdh 

[0 4 18] 



ffiIE# 2004-3050037 
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B 

;w-*fcM> 1720X) JnMSm^lim^tLTtT^ > (3340 cm-Mt&) 

Jt&3itf* s s (822 cm-l#j£) oe-^*q»tt^-f ^ n*-/«fe>H 4-C»4»5fet 
tv>7to ««Ci#*'>aiy>ttoPHAfc3W7^fflt#'J 

[0 4 19] 

(Jttfcfl 1 ) 

lot. 940810, ?Lm/^U3-;vm (**Jfc) : 74/26 > G 
p cti¥^i^i : io, ooo. g p c&Wfl^* : 3, 900. *3Wfe5g*fttw X 
&9&#3fr=Ht: 3,700) *ffiv>*&fttt|lifc«l fcWI*^tT«tt^>f ^n* 

[0 4 2 0] 

[^3] 



a3 
















i 


i 


i 


12.1 


2 


2 


2 


12.8 


3 


3 


3 


12.7 


4 


4 


4 


13.1 


5 


5 


5 


13.4 


6 


6 


6 


12.0 


7 


7 


7 


13.0 


8 


8 


8 


12.4 


g 


9 


9 


12.1 


10 


10 


10 


13.2 


n 


11 


11 


12.9 


12 


12 


12 


13.2 


13 


13 


12 + nmtmm 


12.7 


14 


14 


12 + ?77hfcM 


12.2 


itSHWi 


15 


PLGA 


7.9 



mmmi 5) 
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K A (TAPthSi) 500mg£. 0.1 M'J>U^7 7-(pH 7. 

0) 0.6ml fc»*U (1) 6 0// U (R)-3-KFn*^ 

■f-U ;VCoA(v^ • TJVK'J yf • (80 tt*0 6 Omg, ^vJfiLftT 

/U7<;/(Sigma1±ft)5mgfcin;U&»Lfco tfb^&itffc^ 1.5gO?&tt# 
1 £53-ffcL no* ^>5.8mHcinx., /ha*-=ey-f-f if- (*^f-*tt 
ft) f6 0W?I^UtW/Ol?Lt!|^^o iOW/0a?L'ffc«*16'CH^ 
iPLfc&. ^&16X:Kftmi>r&^tzOA%tfV^-frT)V3--)V (EG-4 0 
, H*<£lfcffc^ft) TK^mOOOml^^aXL, ^-e>ffl**5 4rif- 
ttft) fcfflv*. 7000 rpm tW/0/Wl«t t^o £OW/0/WM?Vffc 
%*mza-e3^^m#tT. PHA^t* 1 1 M:y^nn^ *y£}fik£ 
W/OSfUMfefcHftS^*:^ fc'MHM (0 5 PR- 2 2. Bftftfl^r 
) &fflV>T 2000 rpm -C»'MH*Lfco »fc *t* ^ 

[0 4 2 1] 

££\ 4 9 u % 7* & 1 6&> 20 mKO^nn.t^^Cl^U 60 *C 

■C 20 L-C«^iMI. P H B ^iffi l^o «jffif££?L# 0.45 ^ m 

GC-MS, »*QP-5050. EIft)tMU PHB^^-y h^f ;V 

-e&&c<b^. W&fifctfKte*^ ^nrfr^-fc/H 6©«oi^liPHBf 
[0 4 2 2] 

iPHB^i^W-U->3>^n7h^77^-(GP 
c . igy_HLC-8020, ; jjSij h V-P Lgel MIXED-C( 

ttiliE# 2004-3050037 
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fMBUfett*^ Mn= 73. 000 -Cfcofco 
[0 4 2 3] 
&jfctt 1 6 ) 

mmm 1 5 1 )^>»*> $ »=«»««( 1 ) tffiv^AJsiw* 

[0 4 2 4] 

geF^^fil* 71, 000 -eabofco 
[0 4 2 5] 
7) 

#cmm 1 5 \zmz>m$mmm 1 ) *> 2 ) *jb * j^i* 

[0 4 2 6] 

JiiSPHAO^^^ttt 73. 000 -Cfcofco 
[0 4 2 7] 
(HJfcWl 8) 

1 5 e*ttft*w*xtt( 1 9 2) *m^tz&t ( 

R )_3_t Kn^->-7^ i ;;VCoAco#^l9H(R)-3-^ Kn^t^^/'f^C 
oA(Eur.J.Biochem., 250. 432-439(1997) Ktm<Olj^mm) Zm^tz&& 
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[0 4 2 8] 

5S©Lfco t f^, ^ x-y 3 >^ b / -f - i: J: *fil*fwfe#i 

N 000 -e«bo^o 
[0 4 2 9] 

Gttfcm 9) 

Hife^J l 5 KSttftMUHRttC l 0 3 ) *fflv*fcj* ( 

R)-3-tKD^r-> , /f-iJ^CoAOffcM: (R. S) -3-nKn*->-5- 
y x. =. ;w* 1/ U ;v Co A (Reformat skyRtfc *) ?# h fitz 3-tKD^fy-5- 

&1zO*>, Eur. J. Biochem. . 250. 432 - 439 (1997) IClBttO^jfeTWM) 
£fflv*fc&JJl*l-«\ 5fc^<^^tT^14-7^^n*7 p -fe;v2 0£# 

fc e W ?n#7^;v#<^%^g£^4 K^1" 0 
[0 4 3 0] 

#<bfr£i&14W 9uD7*fr2 0^i^PHAOt¥^Ui 21> 000 

[0 4 3 1] 

(Hifefll 2 0 ) 

mm 1 5 I* *3 It & ( 1 KffiH3t?£ (3)*fflv>fc&i:(R) 

-3-fc: Fn^y7*f-'J ;^CoAO#t> *) K (R, S) -3-t>W-5-7 
x/^yAl/^VCoA (J.Org.Chem., 55. 1490-1492 (1990) &-ffi»c<7>/j&-e 
^Lf; 3 - 7x / ^fy T'n^'t-^^n^fxf ^ U 3£$&K 



ffigE# 2004-3050037 



#H 2003-127503 



^-v : 181/ 



J: ^>Ref ormatskyRJS-e# t>Hfz3-K. Kn^fy-5-7x;^ ^ * * 
iD7fc5H§ILT3-t: Kndrv-5-7xy ^ytff^^^^> Eur. J. Biochem 
. , 250, 432-439 (1997) KfBf^;£*fc-C!») £fflv^c*J-;Wi> 1 

[0 4 3 2] 

HlkMl 5 fc»:U^iL/m #t>tL^14-7^^n^-/-t;v2 1(7) 
■C*SC14:**Bbfco y;WN'-^x-y 3 v^n-vh^97>f-i:i^ 

24, 000 -eabofco 
[0 4 3 3] 

(H»J 2 i ) 

Xtfcffl 1 5 K&»t£«lt»*Xft( 1 ) <^#fr 0 4 ) *ffiv>fc&fc (R) 

-3-bKn^i/7'f , J^CoAOft>^: (R, S) -3-KW«>-5-7 

x-;W^'j;VCoA^fflv^:*Mli, 1 5 t^<K»»:UPHA^ 

_ 3 _ t p n ^~>_ 5 _ 7l ;^y;N'vij;i/CoA6 0mg£$S#PU ^®.lCi3 

^n*7°-b;V2 2 £#fco ^n*7 p -b^4 , ^^4Sr^4 K^cf o 
[0 4 3 4] 

(TOF-SIMS IV. CAMECA^) fc*9«£Ufc- #fe*Lfc^^ 
*7-b«#WPHAIi±i:3-bKD^y-5-7x; 



ffiliE# 2004-3050037 
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«»i*«au, #v (3-tKn*'>-5-7x^t?K) ©±£> #y 

(3-tKn^>-5-7xM^?l) ML/:, ^fa^*^-fe;v*at# 

21, ooo -e^ofco 

[0 4 3 5] 

(JlUfcfl 2 2 ) 

mg«0(R)-3-^ Fn^y7f U ;VCoAO#t> 0 K 4 8mg^)(R> S)-3 - 
bKn ^, > _ 5 _ 7x -;w^'JJVCoA^ 12mgO(R. S)-3-fcKn* 
~>_7 > s-J-^^^^^^^^^CoA (Int.J.Biol.Macromol.. 12> 85-91 
(1990) fc|B*©^^*L;fc3-fc Kn* v- 7 -* * x >*W>3MHU«* 
£ 3 - ^ n n^lf Slti't'^ Ht t/^^>> Eur.J.Biochem., 250, 432-439 ( 

1997) KisM<Dif&t*mu) *m^tz&&*u^ mmmi 5 t^<mm^vxm 

[0 4 3 6] 

1H-NMR (^ffl^H FT-NMR : Bruker DPX400, M^MM. I 1H, \ 
nn*W (TMSAO) ) «WfW**J:0, »^fcitt^^D*y*/i/2 3 
O^Rtt, 3-U'n^y-5-7x^ff^7b#75%, 3-fcK* 
4^-7^ 8 jr^ia-? htf*2 5%*5>44PHA-eab4ii: 
*HSRL/io ttz^ 5 x-y 3 >^ 07 1« ^7 7 - 1 i Silfwgl: 

J; 0 > # ^ tLfc^ttv ^f^n*^-b;v2 3 tiZ P H A ^SfcW^fltt 2 

2, ooo -e&ofco 

[0 4 3 7] 

(Hiftfll 2 3 ) 

_tfa<^1£W ? n#7"-fe;V2 3 icov*T50M:&*»tWt50R*Wlw!R$» t 

fc. aMt^«o****Lfc*. 70"c-ci2wwa6***i 

ffifE# 2004-3050037 
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[0 4 3 8] 

*n#^-b;V2 4*cov»T#WRJR*«3eL/i (FT-IR ; 
1720X) tC^,. mmt&miKWmZfrfcT3.> (3340 cm-l#&) 
^u?i^v (822 cm-lttJft) TFfi&tt^ >f * n # :Afc ;v 2 4 "XT- f±7E2c L 

2 4 <b tt - t tft>fr Z> o 
[0 4 3 9] 
(*Ufc«2 4) 

arasbnu 7ox:-c2«FiaiRJS$*^o cfifc^^-^WRfcu do 
, oooxg. 4-0. aofl-m) ««i^*it»i-£ «*u #^B*t 

[0 4 4 0] 

?8te-7>f *n#:At;v2 5 ico^r*^JRJDl*«OSfeUfe (FT-IR ; /<-*v.x 
**r-*t*U 1720X) UnMSttri'lim^tt^T^ > (3340 cm-ltti£) 

Rirx##~> (822 cm-HtiS) <Dl£-*^flr7>f * n * 7**2 5 ^liffi^L 

[0 4 4 1] 
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1^4] 



15 16 12.0 

16 17 12.2 

17 18 12.9 

18 19 13.3 

19 20 13.6 

20 21 12.8 

21 22 13.0 

22 23 12.7 

23 24 12.1 

24 25 12.5 



(mmm2 5) 

^^f KAOftW (TAPthft) 500mg£. WMfc 0.6ml Kv#$£Lfc 0 

(**v^#*fcft) -C6 0#P^fS^LTW/OM?Ub%*#7to 
W/0S&ft«m6'Cfc*fr*Pbfc1£> W16rK^LTi3V>*:0.1 MU 
ty:7T _( pH 7>0 ) N 0.1%^ 01 ; y£=.)VT)Vu-)V (EG-4 0^ B^&f&it^ 
ft) *»m00ml+fcS:AU *-tf>-M*^*^- (#3fc8Wfcft) 7 
000 rpm fW/O/WimtLfco IW/O/Wl^ktlt:, SfcfcWft 
(1) 5mK (R)-3-KKnify7'f^VCoA(y^.7;VK'j7f 
• S^OOHOttft) 1 ^vlfitftT^T^ ^(Sigmattft) 1 0 OmgSrflnx- 

[0 4 4 2] 

c<^w/o/wffliL^!»«:miat? 3 mmmw^r, pha^^ 1 1 *> k 

^nn^^'/tiftH, W/OM?Llt«@lfc£^?^ (0 5 

PR- 2 2, BtfcftfEBr) *ffi^T 2000 rpm tSt'C^t Lfco #£>*lS2fcI£^ 

t>tL^v^ * n fj 7*)vz&mv>m%*Kntm^ frfmm--?>- > -/w>. 
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[0 4 4 3] 

^fCs J&'&^'f * n*"/-fe;V 2 6 20 mW^DD^il'AClSL, 60 t; 
•e 20 HH*#U^*iJfitS P HB *ittt Lfco «jffiifc£7L@ 0.45 ^ m 

GC-MS. ^#QP-5050, ElS)«U PHB^7-^7 h^f ;V 

X-$>2>Ztfrb, fthiLfctim.-?* 9uU-7*n/2 6©^ii^iPHBt 
[0 4 4 4] 

£ fP H B Wi^^w^ 5 x-y 3 >^ h ^7 7 ^ - (G P 
C ; IV - H L C-8020, * ? A ; # V 9 #9 HJ - P Lgel MIX E D-C ( 
5//mKil;^n^A, 7?9Aiag; 40 T\ 
fHELfcift** Mn= 78, 000 X*$>*ofz 0 
[0 4 4 5] 

(*Jfi^2 6) 

£J6til 2 5 fc* 1 ) ^ fctt*#«t( 1 ) *ffiv>fcjftJSWM4 

-fe/l'4 , 4>ai , ftr£*&3£5 t*^l"o 

[0 4 4 6] 

H»|J2 5fcR*fcLTffFflliLfctt*, »e>ttfe*tt^>f *n#y-fe;v2 7?) 
«<7)iWP hb -e^s c i: ^HE t^o y^-u->a^n 
vh^77^i:il»M^fi^ #<btt^14-7^^u7j7 p ^^2 7^ 
Stt^PHAOjfc^^HIti 75> 000 -C&ofco 
[0 4 4 7] 

(^M^J2 7) 

2 5 j3it**M»3Rilfc( 1 ) ^#fc> 0 2 ) ^ffl^^-Wtt 

tttfiEJi# 2004-3050037 



#M 2003-127503 



186/ 



[0 4 4 8] 

JWPHAOaf^fi^lli 77, 000 -esbofco 
[0 4 4 9] 
(H»0 2 8) 

JfttfO 2 5 fc*»t*»***«( 1 9 2 ) *«v»fcAfc ( 

R )_3_t: Kn^y7'f , J^CoAOf^f)t:(R)-3-H Kn^yt^^/^f *C 
oA (Eur. J. B iochem. , 250, 432-439(1997) KIEfc^^-CPS) ZM^tzgM 

[0 4 5 0] 

, 000 -e^ofco 
[0 4 5 1] 

(^«U2 9) 

jJUfcffl 2 5 !C£ttftttXff**( 1 9 W»«W*(3) «rfflv»fc*fc ( 

R)-3-fc Fn^yyf-V;VCoAOt^f) H (R, S) -3-tFn*->-5- 
7x-;w^'J;VCoA (Ref ormatskyEJS £ 9 1# ^ tt^ 3 - H K n * v - 5 - 
7 * - ;v WSm*- xf;^ U3-bKn^fy-5-7x^« 
ftfcO*, Eur. J. Biochem. > 250. 432-439 (1997) \z.ftWfi&"*M&) 

f- 0 ^^f^n^7 p -fe;v4 3 ^^4 : S:^5lc^-fo 
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#§i 2003-12 7503 



^-v: 187/ 



[0 4 5 2] 

T-fiti 22, 000 X'&vtzo 
[0 4 5 3l 
(£16013 0) 

gttffl 2 5 Hi3it*»»»*fBL( 1 )<£>#*> 0 tC3ffl»*ift( 3 ) *:Jflv*fcj&fc (R) 
-3-tKn*'>yf'JA/CoAO§*)Di: (R> S) -3-iiKD^>-5-7 
xy^y^V'J;VCoA (J.Org.Chem.. 55. 1490-1492 (1990) fc|B*«>#ftt? 

i * Reformat a^Rfc-CW tiifcS-liKo^-S^xy* f*** 1 X t- ;v * 
SD7K^tT3-^ KD 5-7 x / **>**Bfc*ftfc«)*^ Eur. J. Biochem 
. , 250, 432-439 (1997) fclBf^fctflW) fcffiufcj&iatttt* $*fc*l 2 
5 t^<H*:Ltlfev>f ?n#7*-fe;v3 l £#£ 0 v^f * 0*7**^+0* 

[0 4 5 4] 

^<D^^3-t: Kn^y-5-7x/+yf?^y f^t»4*PHA 
fc*?*©Lfco t/i. ^M-?i-y3>7n7l>^77^i:U 
**fOtt*J:<K »e>*L3t«tt-r>f *n*7Mr*3 1 Ic^S *l£ P H AO^c¥^ 
^Hl»± 23. 000 X-Ibotzo 
[0 4 5 5] 
(IHfcfll 3 1 ) 

£*fe#!l 2 5 tc£tt&ttMftttt( 1 0 4 ) £ffiv*fc£ £ (R) 

_3 Kn^y7fV ;VCoA<7)#t> (R. S) -3-tKn^>-5-7 
x-jW^l/'J;vCoA^lv>^OTI^ S£6fc0J2 5^<llti:UPHA^ 
j&EO&fcffofco ££^£ft , Uc£v>Tll$W^*fTofcft,. Sfcte (R, S) 



fcfafE#2 004-3050037 
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[0 4 5 6] 

d <75 # y-t jt#^m i-Jfrfc s *tfc *° >; v - o k» * . mftm mm- >k 4 

*yttft*fmt (TOF-SIMS IV. CAMECAK) * OasSLfco %b*i1z-?X 

y yyizx «9 ^^-t^^O^M^^t-foglJ 0 ^^pq^TOF-SIMSKJ: 19 
PHA^/v-a-7 h<7)±$^ s 3-fc Kn*v- 5-7x^J^||i- 

#y (3-KKn^-5-7x^*»l) OJifr, * 0l J 
(3-tKD^i/-5-7x/^y^f) 3ri^)*'7 , -b;l'iM 
X~*>Z>Zttft>frotz 0 Ztz, W-U-v3^n7>^7^-i:U 

24. 000 "Cab 0^0 
[0 4 5 7] 

(Xttfll 3 2 ) 

aha 2 5K&vzmwmmmi)<Dmt>vimmmm(5)*m^tz&t 1 g 

<£>(R)-3-fc Kn^iz-r^U ;vCoAO#*>l)tw8 0 0mg<7)(R. S)-3-t: 
Kn^y-5-7x^;w^'J^CoA, 2 0 0mgO(R. S)-3-tKn* 
^>-7 > 8 * / W;VCoA (Int.J.Biol.Macromol.. 12. 85-91 

(1990) KSBflfcO^ifc-C'frJfc Lfc3-fcKn*~>-7-*-*"r VS^M^ 
£ 3 -^un^MMW.X^-^^-yit\^tz<D%, Eur. J.Biochem.. 250. 432-439 ( 

1997) \zuwL^m^mm *m^tz£swi^ mmm2 5 t<&<mmzLxm 

[0 4 5 8] 

1H-NMR C^ffi^S I FT-NMR I Bruker DPX400. .«95fe^S *• : 

mSE# 2004-3050037 
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* ^n*y-t;v3 3 icfritL&PHA^JfcWfl^Hitt 25, 000 
[0 4 5 9] 

(mum 3 3 ) 

CD *> , iMMil^Xttffl atAH^fw/yrr/o. 5 * * * 

[0 4 6 0] 

Ittv^f^n^y-b^S 4tcov>T#*«JR£«!l&Lfc (FT-IR ; ^-*>i 
;v^-f±$!i> 1720X) fcd^. in^am^^^^T^V (3340 cm-HtiS) 
&t>*.x*'*~> (822 cm-l#®) oe-^#*^*^3 4t?tt?B*LTV^o 

[0 4 6 1] 

(£J&0I3 4) 

n ^-9- > (ggte v ija-V*>f ;HSF4700. GEfc£-> OHO *D * 10@S 

Msinu 7ove2i&mEUBz-&fco ;^^^/-^h:isu do 

. OOOXg, 4tJ, 20fl» -T^^fP^^-T-i:^^ «*U ^Vvn^t 



tfJ8E# 2004-3050037 
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[0 4 6 2] 

m!&.-?4 ^n^7^-fe;V3 5 Kov*T#fl*ft£S!l5ELfc (FT-IR; 3f->.x 
1720X) iD»SBir^mS^tL7tT^ > (3340 cm-lffrJ£) 

^ji^^v (822 cm-l#i£) Otf-^T&^HiT'f ^n*-/-t;V3 5T-tim'^t 

[0 4 6 3] 

[^5] 



m 
mmm 








25 


26 


12.2 




26 


27 


12.2 




27 


28 


12.8 




28 


29 


13.5 




29 


30 


13.1 




30 


31 


12.4 




31 


32 


13.1 




32 


33 


12.7 




33 


34 


12.2 




34 


35 


12.1 





m 20 mgOfi&1£-? OD*Wl2 &#ffc?#S (2. 5 mg?> # /M* * y ^ 

0.5 mg ^'VVM-h 80, 25 mg <W>~ Y -fr^M^M 

©*) o.5 mi KtmLxi ommn&sD?? xo^m&rKi zommx 

[0 4 6 4] 

H^ffl 2 ~ 9 & J: tfjfc«EW*IWI 1 

ittv^^D^^JVU, 13, 14, 15. 2 3 , 24, 25, 33, 3 

H1SE#2 004-3050037 
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[0 4 6 5] 

[f£6] 

^6 







1 


2 


3 


4 


1 


12 


80.0 


62.1 


42.3 


28.7 


2 


13 


87.2 


69.2 


47.3 


35.2 


3 


14 


83.4 


64.3 


42.1 


31.2 


4 


23 


82.3 


64.2 


42.3 


30.2 


5 


24 


90.4 


72.4 


52.1 


38.9 


6 


25 


84.5 


67.3 


45.8 


34.5 


7 


33 


84.3 


62.3 


40.0 


29.9 


8 


34 


91.2 


74.3 


54.1 


37.3 


9 ;•• ' 


35 


86.7 


63.1 


45.6 


33.3 




15 


81.3 


52.3 


35.0 


21.3 



(mmm 3 5) 

[0 4 6 6] 

1.5g<«ttfrl ^^L7^70mLO^nn^;VAlc N 5 % 
n^4-yVk 0.2 g. ##M 6 ^fl®* LfcPseudomonas cichorii YN2fi2£<£>PHA 
1^&@lifYN2-C2£lOU/mU ##0U 8 Ltz (R)-3-t Kn * v-5-7 x-^/< 

* (Ohtake) "CJLfcU W/OWUb**fMLfc« »*«feWM*t»±507 * 
&#-C3Oj0>lflk 10®< M^Ltlr o/Co toi-SfcLTPabfcSMfcifcfcs 7 

[0 4 6 7] 

RJfcifcfc, y^^aj* (Sephadex G-50*7A) KioT^MX 



£BliE# 2004-3050037 
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■fe;v^^fi840nm<7)#^tli:^£ § ,-e*> o tz 0 
[0 4 6 8] 

*/VAKIR»U 60rt?20l^n»»L-rWft«rJft-rm«rtl!lffitfeo ttimi££?L 
g 0.45/imO>* ^V^-f U n - * 'J -.x/t# V- 9 -T?« 

ffiiMSLfc*)*^ #fe^oT^^/'; ->**rfx^ ^^7^?7>f 

(GC-MS, HitQP-5050, Elffi) "C##fU PH^r^-^-? 

<x-i/3>^o-7h^77'f- (GPC ; m V -HLC-8020 
„ ; HJ-PLgel MIXED-C(5^m). ; ?nn*W, 

*7«;401C, i:i!)fflL^ Mn=15. 000, M 

w=37, 000"tr&o/io 
[0 4 6 9] 

mm 3 6) 

8_ [i-^-^v-3- [i-(7xr.;v^)V)^')y>-4-'f;i'] 7"ne;v] -2,3,4 
,5-rl>7l:KD-lH-M>X7-b'tf> (£IT, Ill2hftl») 2 0 0mgh 
2 . 0 g OM^ft^tf 1 > $ h K 2 . 0 g l^y^nD^>2rali:i 
16-18t:^iPLfd^ $>hfrt%>\ 6-1 8ti:^Lt 
*5V>£0. 1 \£=-)VT)V=i-)V (EG-40. H^Jfcft^R) 7Kv#?^5 0 0m 

UlftAU *-tT>M*^*-9— (Jfm«Mk») *JB^> 7 0 0 0 rpm-e 

o ;v v a y t Ltzo # b frtz o /wixv ;v y 3 >^ m?a-e 3 u#P« 
#Uy^Dn^^>*jfH$^ «tfB*H4fc**;fc8U 1 5 0 0 r pmtM 

3fcfe*g»U »*iU^^n*^ifl, ctL^^l4^^^n7jy-t;v3 
6tUo ^ 4 * n # -?*L)V*<Dmm^*&1 \z^-to ^%-^*{i2 5 

mg^'f ^n*y-b^Sr 6 0 %7-b f - > 'J ^tt'J P H 7 ) 1 0 

m 1 UfV^HPLC ErCfe*-* & - ^ K * ^ ^*5& L tz 0 

ttiaE# 2004-3050037 
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[0 4 7 0] 

mmms 7-47) 

nm\&m 2-12 3 6 k mate brants * n * •/ 

-b;v3 7-4 7 ^pIL^o v>f *n*7*;wt»ofSS!»£**^7 fc^1"o 
[0 4 7 1] 
(H»J 4 8 ) 

JifBOiMW * n io -r*)V 4 7 O50K»^^f»m7K50^»§I5^^ LtKD* 
M*mm&, EM^^i^TK^^t^ 7OT^120#raRJ££^&-^i& 
[0 4 7 2] 

?&1£W*n#:At:;V4 8 ^ov>T#^Ml£iM5E Lfc (FT-IR ; /■t-^VJ- 

>i/*T-*ti4. 1720X) u?., jiniMaaiw^w**^^ 5 > (3340 cm-iftt£) 

ROTx*** (822 cm-ltt)£) *>tf- ?im&*4 9 n * -7 Q -fe* 4 8 TfttMfc t 
^ > * RJ6 § * * - 1 T% ««# U ^ - K <t 0 ttK $ *t fcatt-e -f * n * y-fe * 

4 8 ^# ttfc «T t fft'fr&o 
[0 4 7 3] 
(3l»!l4 9) 

JifeoMr^ ^ n * -7°-t;V 4 7 Hov>-C50R*«PK, **»T 5 J v 
n ^-9- > y = - > * 4 ;VTSF4700> GEM^s U 3 - V (80 *) * 105?* 

ara&rau 70 e c-e2B#p^RJS^^o i*L*^^y-/n-«»u at'fcfr* do, 
ooox g> 4r. 2053-iw) i-4»f^*«ysi-ik-c«»- ^ u #y*n**> 

[0 4 7 4] 

^^^o*W4 9fcov*T*NWlJteM£Lfc (FT-IR ; ^-^fVx 
/l^-tfc*L 1720X) in^Sm^|l^$tL^T^> (3340 cm-lftt£) 

Rt*t#*~> (822 cm-lfti£) oe-^#att^^n*^4 9-ei«t 
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-7>f ?n7j-7°-te;i/4 9 ^Ifbftfc-r fc^fc^&o 
[0 4 7 5] 
(Jfc ffctt 2 ) 

^ij^'fk^^#^ ^ tc?Lm- na- ****** (jsit p l g a t b&igi-& 

) (ftftftML Lot. No.Kl 0 3 0. SJfc/*^ 3-/HWUfcJfc : 
7 5/2 5, GPCM^fl- 1 ?-*: 1 3 0 0 0) 4fflv>J^li^iW3 6l: 

[0 4 7 6] 



It7] 










^7 


















36 


36 


i 




6.5 


37 


37 


2 




5.8 


38 


38 


3 




6.0 


39 


39 


4 




6.1 


40 


40 


5 




6.5 


41 


41 


6 




5.5 


42 


42 


7 




5.8 


43 


43 


8 




6.0 


44 


44 


9 




5.5 


45 


45 


10 




6.4 


46 


46 


11 




6.4 


47 


47 


12 




6.9 


48 


48 


12 + 


mffiitmm 


6.7 


49 


49 


12 + 




6.4 




50 


PLGA 




4.9 


mm 5 o 












5gt4.5g OW&tt&to 1 , 


£ h K 1 . 5 g <7)}&14#; 1 £ 



6-1 SVK^ifiLX&^fz 0 . 1 l£^;VT* 3 5 OOmlC 
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£ AU *-vf>3jJ*^*^- WBfcflWfc*) 8 0 0 0 rpmtO/ 

Wix7 g i: L fco ft & O /WSxv;i/ v a > 3 B*|ffl«# L 

Tv^nn^^if tm*m4k2-*fc&> Mtefrm&tRvCl 5 0 

o rpmti^iu. ®h*itz\mm*m'%*^ft®L^ frnmzzbK 

[0 4 7 7] 

ftdfcflt 5 1-61) 

-tr;V5 2-6 2 fcPRLfc* T>f ^n*-/-fe^/+Oil!»#fl:*^8tw^-to 
[0 4 7 8] 
(MMM 6 2 ) 

[0 4 7 91 

(HJfcfi! 6 3 ) 

n*y-b;v6 4 fcWSLfco * n # -7*1)1"$ (DmWSM.Z&S K^-fo 
[0 4 8 0] 
(Jfc«E«3) 

^j^<k^^<7)#^ icum- ^a- (&r plga^ wst & 

) («i%»hmii. Lot. no.k i o 3 o. a -*««Jt : 

7 5/25, G P Ctl^Wi : 1 3 0 0 0) Ja*Ui#lifefll 50t 

[0 4 8 1] 



mSE# 2004-3050037 



t&M 2003-127503 



^-v: 196/ 



1^8] 



as 



mmm 








50 


51 


1 






16.5 


51 


52 


2 






16.5 


52 


53 


3 






17.5 


53 


54 


4 






17.1 


54 


55 


5 






18.0 


55 


56 


6 






16.4 


56 


57 


7 






17.3 


57 


58 


8 






17.2 


58 


59 


9 






15.9 


59 


60 


10 






17.8 


60 


61 


11 






17.0 


61 


62 


12 






17.7 


62 


63 


12 






17.4 


63 


64 


12 


+ 




17.2 


tttftffl3 


65 


PLGA 




14.9 



mmm e 4) 

2 0 OmgOaSW 1*3*^0. 5 g«*l^na^V2ml 

16-18m»U^ *&*C*>1 6-1 srwwb-c 
^fe0.1%#'J^W3-)l' (EG-40. B*^«fll*«) fciMPPUfcO.l 
M'J>*Ay77-(pH 7.0) 1 0 0 m lKttAU * - V? < ( 

!|#38MSHfci4) £fflv^ 7 0 0 0 r pmtO/Wl^;Vy3 ^fc L/c %h^tz 
0/Wlxv;w>3>^ (1) 5ml> (R)-3-fc Ko^f^T-f'J 

;v C oA(y^ • t;vk>; • s^oOWOtttO 1 g^ ^va*t^5>( 

Sigmrft»)0.1g*«UP. *»U a*-C3l*W«^*t»»t-CPHA©* 
)$i:^DD>^VO»»*lTV\ JlWBfcEHbS^fclk 1 5 0 0 r pmtM 



tUSE# 2004-3050037 



#12 0 03-12 7 503 



^-v: 197/ 



[0 4 8 2] 

£ fc> <f * n * 7 p -tA' 6 6 20 mL<7) ? n u ^)VAKf&M U 60 *C 

-C 20 BIH» Lt^t^i^t S P H B ^riffi t^o «jffi?££?LS 0.45 fxm 

<d * y -f v y v 4 ;v 9 - -c *>iS t , n - * y -i/-?* 8 v - * - -e^EES** L ^ o 

GC-MS,^QP-5050, EIft)-CML, PHB*/^-a-^^^ 
[0 4 8 3] 

c ;^y-HLC-8020^ io^-U ; # h U - P Lgel MIXED-C( 
5/imK ii;^nnw % *9AfflLJS; 40 X:. **UXf 
fHiLfcift*, Mn= 78,000 -e&ofco 
[0 4 8 4] 

mmme 5) 

££600 6 4 fcjstf a 1 t> 1 ) 

•fe^/jf 9 K^-To 

[0 4 8 5] 

JWfc«6 4tnaHcLTlHiLfc*», »fe*tfc«tt^^o*^-fe>P6 70 
«<^)i H B T*$) S ^ h ^HE Lfco tfc* y;w<^x->3^n 

Yf^77^-Ci *##fOlS* J: *> > # & *tjt»ttvf ^n*^6 7 
ttL^PHAOUfc^^Sii 75,000 -Cabofco 
[0 4 8 6] 

(HWJ6 6) 

ffiaE#2 004-3050037 



mm.2 0 0 3-127503 



i—*J\ 198/ 



m$m 6 4 £i5 1 ) 0 2 ) fcffl v>fc£J2W± 

[0 4 8 7] 

^ b ^9 7 * -fc J: <K »fc*ifc«tt^f * 6 8i:t 

i^PHA^¥^H± 74,000 T?*ofeo 
[0 4 8 8] 
(^Ufe«6 7) 

Idfefl 6 4 £&it*«!»*Xtt( l ) 0 »c«IWBW( 2 ) *ffiv*fcjfrfc < 
r)_3_H Ka^yyfV^CoA^ffe^) K(R)-3-fc Vu**s1r9 9 S 4 
oA (Eur. J. B iochem. , 250, 432-439(1997) fcffflft*>#ii;-C»l*) £fflV*££J^ 

[0 4 8 9] 

^n*"/-fe>l/6 9 i:#ttLl>PHAOtf^^Hi 25, 

000 trabo^o 

[0 4 9 0] 
(«#0 6 8) 

Itttff 6 4 Kim 1 0 3 ) ttm^fz&t ( 

R)_3_tKn^yyf'J^CoAOf^^: (R, S) -3-tKn^y-5- 
7x-;w^'J^CoA (ReformatskyRJS^i 0 # ttfc 3 - 1: Ko*->-5- 
7x^ XriV^ iJD7kfrfil t T 3 - K n * ~> - 5 - 7 * - 

#fcOt>> Eur. J. Biochem. , 250, 432-439 (1997) lCfa«0^fe-CP») 



ffilE# 2004-3050037 



#M 2003-127503 ^-v! 199/ 

^^n*^-t;v7 OK** iLiPHAWjfcW^T-*** 22,000 T*ofco 
[0 4 9 1] 
(% ftfli 6 9 ) 

£jfcfl 6 4 1 ) <0#*> 19 3 ) *JflV»fcjftfc (R) 

_3_H Kn^y^f J ;VCoA<£>#;b «9 K (R, S) 

x^^va'V'J^CoA (J. Org. Chem. , 55, 1490— 1492 (1990) KIB^O^-C^ 
ftU3-7x;* , /^D^t-^X0^Dtft«xfA'S:Ittt U 3E*&K± 

4Ref oimatskyEJB-eW ttfc 3 - t Kn * v- 5 -7 * / * vWfix^j * SriD 
^lt3-tKn^y-5-7xy^y^fi^W*,, Eur. J. Biochem. 

, 250, 432-439 (1997) fcfBfcOtfft-CfW) *ffiv>:fcj&U2WUi* ft *« 6 4 

**£^9 KTjrfo 
[0 4 9 2] 

*m<£>£j&5H ? 3-K Kn^y-5-7x;^y^l^7 h^e.4SPHA 

JWfOttJftilK #<b*i;fc»tt^>f *n*7Mr;V7 lP^i^PHAWft^ 
5»*tt 24,000 "Cfcofco 
[0 4 9 3] 
(H*fefll7 0) 

HJfrfll 6 4 fc*»t 1 ) 0 4 ) tm^it&t (R) 

-S-tFn^yyf'J^CoA^ft?^: (R, S) - 3 -fc Kn* v- 5 -7 
x-;V;^U;vCoA^lv^0m *Jftfil 6 4 EMfcfc UP H 

— KP*v- 5 - 7xy*y;N*l/V;vCoAl g&iiJnU ^i&fc£v>-C 



ffiSE# 2004-3050037 



#M 2003-127503 



^-y. 200/ 



[0 4 9 4] 

*>M«-*f»« (TOF-SIMS IV. CAMECAM) £ «9«03ct^o #<b*tfc-7* 

»2«SU, (3-tKn^>-5-7x-^*») «>_t&. 
(3-HKn^v-5-7x^vWfi) itStfc, Br3«> * *W$fr* 

JWr©***!), #fc^«tt'7'f ^ n * 7 2 iiS P H AOftW 
23,000 X'&^fZo 
[0 4 9 5] 
(HW9 7 1 ) 

cO(R)-3-H K n V ;VCoA<7)#t>l9 K0.8g£>(R, S)-3-fc Kn* 

->_5- 7i -;w*V'j;vCoA, 0.2gO(R, S)-3-tW'>-7, 8- 
i^*^v^-^^y-f ;VCoA (Int. J. Biol. Macromol., 12,85-91 (1990) KUM. 

Jg,#mt^J.^^v^t^O*»^ Eur.J.Biochem., 250, 432-439 (1997) 
[0 4 9 6] 

1H-NMR : FT-NMR : Bruker DPX400. $lJ5e^ffi : lH,4£fflit«£ : n 

n*;vA (IMS A D ) ) «Mffott*J:»), ^sMaRte*^ * nft:/-fe/u 7 3 

tflSE# 2004-3050037 



mm 2003-127503 



^— : 201/ 



ooo -e*ofco 

[0 4 9 7] 

7 2 ) 

[0 4 9 8] 

ltt-7/f^n*7-b;V7 4 Kov>T#4WR£$l£L*: (FT-IR ; /t-*>.x 
1720X) Jnlfc*Kffi«r^**$*t*:T5> (3340 cm-lftiS) 

(822 cm-ltt&) W f - ^ «14v ^ n * -/-b ;U 7 4 "ettl* L 

7 4 <b tt/c £ t tft>ib> Z> o 
[0 4 9 9] 

mmmi 3) 

n ^-9- > (^14 v ;i/TSF4700. GEm^v U 3 - > (80 «) * lORi 
*B8SinU 70r-e2«FlRIREB$*^:o £*l£**/-/W::!K«U jfi'C^SI do, 
000x g> 41C. 20#W) i"*$M^*jHbS-rii:T?«fe^ tt*U *'Vv^t> 

«J#fi£^c9 ^-To 
[0 5 0 0] 

jS14-7^^D*7^;W 5fcoi/>T^«UDl*i»5gLfc (ft-ir; 

tiliE#2 004-3050037 



#M 2003-127503 



s j : 202/ 



*v-ttsu mox) t^*>, mwmi&\z.mmzttT\*y (3340 cm-nts) 

£t>M.*°*v (822 cm-ltt&) Olf-^3W8tt^-f> 0*^*^7 5T1«L 
[0 5 0 1] 

1*9] 



S9 






nmw 






64 


66 


6.0 


65 


67 


6.3 


66 


68 


5.7 


67 


69 


6.4 


68 


70 


6.0 


69 


71 


6.2 


70 


72 


7.0 


71 


73 


7.0 


72 


74 


6.7 


73 


75 


6.8 



mxm 1 0 

6 1 -e#^>ttfc^14-7^ * n # -/-t^ 62«62.8mg (» tt 
3 0mg/kg«:iiS) * 0 . 5 m 1 <Dfrffl& (2.5mg^^>^^ 
-fe;Vn-X, 1.0mgO^VM-h 8 0, 2 5 . 0 m gO^- h -)V*m 
MLtzmm*) 01IMIttSD97 >Ot»ftTi:2 2GttlWt? 

[0 5 0 2] 

m&ffl 1 1 ~ 1 5 *3 i tf JtR^Um 2 

flS&vf ?n#7Mr;V6 2, 63, 64, 65, 73, 74, 7 5 L 



mSE# 2004-3050037 
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^-v: 203/ 



[0 5 0 3] 
[*1 0] 







1 


2 


3 


4 


10 


62 


82.1 


59.5 


18.2 


7.9 


11 


63 


92.3 


73.1 


35.2 


15.3 


12 


64 


85.6 


63.2 


27.2 


12.1 


13 


73 


88.1 


62.3 


19.8 


12.1 


14 


74 


91.3 


74.2 


37.4 


18.1 


15 


75 


89.9 


65.4 


23.9 


14.2 




65 


88.8 


57.1 


5.6 


0.9 



(nMM7 4) 

2. OgOmmt&W 1 *5 ± 1 g vm&fc 1 frSfrffc* ^ V >2fodK»* Lfcifcfc 

'J \£-)VT)Va-)Vy^mWi200ml^^mUW/Om^^^ a ^32ml£&AU 
W/0/Wli-7;Vya LfZo : (OW/0/Wli-7;Vy a > tlffif 6 

ifeifrLfclfe, 0.1 %Tween80 *»iTC?l$HftU *Hfl©*U 

[0 5 0 4] 

(SSft«7 5-8 5) 

^k-&» 2-12 *fflv»*JSim»i. mm 7 At mWtK LT»^0«*M=--C* 



ttifE# 2004-3050037 



#12 0 03-12 7 503 



^-v: 204/ 



**Jflv»*«*«iatt*. ***7U»«BH^ 2 ~ 1 2 t Ltz a 
[0 5 0 5] 

[0 5 0 6] 

(HJfefll8 6) 

0 »»**BSL ««Kii:i^tlt*U(t 70T:-ei2B»WR«***-fc 

1 1 Ic^-To 

[0 5 0 7] 

^SBI**^ ?v U-f-kfrl 3 fcov*T\ ^flJftJRfcahfetfc (FT-IR ; ><- 
^>x;V7-m 1720X) hd^>, JnMSfT $ T 5 > (3340 an-1 
tfifi) Rtfx***/ (822 cm-M«) O^Wfi«tt^On*^JH3 

;vi 3 *m bfcfzZb tffrfr&o 
[0 5 0 8] 
(3E*fe0»8 7) 

_t!2^fi&i4-^ * n # ;H 2 O50M:S5fc. ST^WJyn^r 
■9- > v y =i - > * 4 MSF47WK GESt£~> y 3 - > (80 «) * 105C*» 

inu 70 < c-e2B#ra^^^o i^^^y-A'KJKWU atofl* uo.ooo 

Xg, 4"C, 20^) +*i»^*:IW-rifc'C*»U^ «a»b-C. #y Vn* 



mSE# 2004-3050037 



!Wm 2003-127503 



^-y : 205/ 



*«**ufiiflw*, tt«iKwai 1 4 1 tfco nbtitz*^* tun?*** 

[0 5 0 9] 

Vjc/I/V-1±*L 1720X) fcd*>, inl&&«ffifc«i&3*Lfc7 5 > (3340 cm-lft 
£) £0*jl#*~> (822 cm-ltti£) <0 e- ^ ^tf^Itt^'f ^ n * JH 4 f 

n^^-t;!/ 1 4^#'btL-cv^i h^ s t>^-i>o 
[0 5 10] 

[0 5 11] 



fcUiE# 2004-3050037 



#12 003-12 7 503 



^-v : 206/ 



[ill] 



1 

52 1 1 














C/*J /J> IL» UJ ivJ m "^7 








7J-/ 12/1/ "fflr^ 




( if m) 




74 


i 
1 


1 


7.2 




75 


o 


O 


7.1 


£L 


76 


o 
o 


o 


6.9 


#L 


—J — 7 

77 




*T 


7.3 




78 


O 




7.2 




79 


O 


ft 


7.4 


£L 


80 


/ 


*7 
/ 


6.9 




8 1 


Q 


Q 
O 


7.2 


&L 


82 


o 


Q 


7.3 




83 


1 U 


t n 


7.4 




84 


11 


11 


7.5 




85 


12 


12 


7.2 




86 


13 


12 + 


6.9 


£L 












87 


14 


12 + 


7.0 














JMW84 


15 


PLGA 


6.3 


m 



[0 5 12] 

(^»J8 8) 

2 gOfiSttfrl *^tfct/i20mlOffi>fk^^WtS«[lw % 12ml<7)0.1 MV>^ 
777-(pH 7.0)tilfff (1) 0. 6ml, (R)-3-K Kn* 
;vCoA(y^ • T^KV • '»/r/(t)tt»)3 0 Omg, *->Jfiti*T/U 
>(Sigmatt») 1 2mg*in*»#Lfc*»i£&#AU MWl • m#LT 
W/0lxv;Vy 3 v*«»Lfco 3 &fcjS#»L*J8UJt1"& - ^ K * 

ijf D >) "?I#Loo, 1 w/v %sj*V tf^.;vr;vn-;V^v#?t200ml IcBtrfB 



miE# 2004-3050037 



mm 2003-127503 



^-v: 207/ 



flUbjce^L^. 0.1 %Tween80 *»ifcT?|l5Mft U *fiMe*L, J&5M£<*> 

tzftjkZ&l 2 ic^-fo 
[0 5 13] 

£ •4 3 ^^14*^ > f * n*^-fe>H 6£> 20 mLO^nn^;VA{:ISU 60 
TC-C20 ffiilStt, 7/f^n*^-t^t»t^)PHBS:«llilL/;o ffl 
mi££?LS 0.45 ^mW>rv>-7^H-e*j|U n - *y - • 

— «45fr#f«tt(GC-MS,ft#QP-5050. EIffi)t?MU PHB 
[0 5 14] 

(GPC ; jHV-HLC-8020. *7A; > V-P Lgel MIXE 

D-C(5^m), il;^nn*M, fjyA^m; 40 /f'J^f 
laOIFltm lfe¥*WHP*Mii= 72,000 T?*ofc 0 
[0 5 15] 
(|Hife$l8 9) 

ffilE# 2004-3050037 



mm 2003-127503 



^- v : 208/ 



[0 5 16] 

»^t^t ^ P H AOt^^tli 73,000 -Cfcofco 
[0 5 17] 
(«M9 0) 

XJIM 8 8 -Cffl v> ( 1 ) left x. X. T L 2 4*&*«>4WXtt ( 2 ) * 

1 8 t t/co 
[0 5 18] 

fc^fc^l 2 H^-to 
[0 5 19] 

OScW^f-iti 72,000 X&^tz Q 
[0 5 2 0] 
(H»J9 1) 

Hlfcff 8 8 ^J8v»fc*MW**( 1 ) KftiLT. PHA^ft»*0»W 
3R«(2)«rfflv^ (R)-3-fc Kn^v^'J^CoAKftx-T, (R)-3- 

tKn^yt^^^^f^CoA (Eur. J. Biochem., 250, 432-439 (1997) Kt^M 
Ojj&xmm ifflv>r, ^0^^#(±H»!J8 8 fcHtKLT, <£^&14^ 



ffiSE# 2004-3050037 



mU 2003-127503 



^-v: 209/ 



[0 5 2 1] 

fcsft**^i 2 ^i- 0 

[0 5 2 2] 

|Hife#!l8 8 70D*y-t^llt^PHA<?)|ll^lL 
7^d*^;H9 *Mft fcflMfc"*- ^>PHA Otf^l^Hi 25, 000 t?* o 

o 

[0 5 2 3] 

ftdftfll 9 2 ) 

9dfeffl8 8-Cfflv^»W*«[(l)Uftx.T, »x.PHA^M«ffi» 
3R«(3)Srfflv^ (R)-3-t Kn^rV7f ';^CoAi:ftit, (R, S 

) _ 3 _ t: KD^y- 5 — 7 x.~)V/*W ;VCoA (ReforaatskyKiDfr* <£ ^ 

Kn^v- 5 - 7 x-^f^x^f JV^tt^ Lt 3 - li Kn* 
^-S-^i-ZUW^SIfctf^U >fcV>-C, Eur. J. Biochem., 250, 432-439 ( 

1997) Kmwi.o-xfe'emM) ^ffl^r, *<o4tb<D&fti*$mms 8tmmzLx 

[0 5 2 4] 

tzffiJkZm 1 2 Ic^-To 
[0 5 2 5] 



ttiSE# 2004-3050037 



#M 2003-127503 



^-v*. 210/ 



fc*£*tt-*"f *n*:/-te*2 0«*ittS P H AWtf^tii 21,00 

0 "Q&otZo 

[0 5 2 6] 

(HWJ9 3) 

H«fl8 8^fc*W««(l)i:ftiLt, fflfciPHA*«»»»» 
*ifc(3)*ffiv*> itz^ (R)-3-t Kn^V^f-'^CoAKftit, (R, S 
) _ 3 _ t ),'n^y-5-7x;^y^V'j;i'CoA (J. Org. Chem. , 55, 1490 
-1492 (l990)»cWR«!>^rftt?**Lfc3-7*y*^^n/<-J— Rtf^n* 
«sH&x ^ A' * ^ t > 3E» Ref ormatskyRCDtr# *Lfc 3 - K n 4r v - 

BfefcJRWU &V^> Eur. J. Biochem., 250, 432-439 (1997) HSB«0^i*-C 

, jewafe3t*#J2 1 1 Ltzo 

[0 5 2 7] 

tz%%$k*mi 2 k^i- 0 

[0 5 2 8] 

tt-7^^^14-7^^D^7 p -t^2 1 ^*i)StS P H A©»¥^imii 22, 
000 -?&otzo 

[0 5 2 9] 
(HWII9 4) 

»j 8 8 T?fflv»fc»S»*«t( 1 ) P 9 1 ^S*Offl^«(4)«r 

(R)-3-fc Kn*->7f y^CoA^x.-C, (R, S) -3-fc 
Ko* y - 5-7x-;W < ?l/'j;VCoA^V^, -eoB^^ii^ifel^I 8 8 

tB©# 2004-3050037 



mm 2003-127503 



^-v: 211/ 



ofcfc, + (R, S) -3-KKB* 4 /-5-7xy*WtV'J 

;VCoA3 0 OmgWDU ilK^vt $ <b 2 ttWJBOSfcfrofco 

10 5 3 0] 

1 2 K^-To 
[0 5 3 1] 

i <7) fj y-fe ^flUS-fc^® K^Jft $ tLfc P H A # V - Jw** * y-r - J. 

-^•77^>h <z>sc»^ 3Hff B#p B iM-^-f * >nm.frffimm. (tof-sims 

IV. CAMECASS0 J9«95eLfCo ftbfitz'***'** Yfrfrb, #7* /MS 

2 fix tmU £ *-tz o 19 # 7^ ;MSat 

#:o^®*^Li*oBlj»)oo % -e<7)WPHA* 0 ';-7-t:^^^/-7-a 

tztzz, &&$i$*^y* y >^i^m*'e*7*■t;^M 

MWt^PHA^^yv-^y hO±W3 -fc Kn^y-5-7x- 
a. Y\zmt>2>Zb tmm Zittto -tti *K #^»J O # 7-fc 
S*DO»3lia6T?±*i-*#y (3-HKn^y-5-7x-^¥* 

) ^mfeSJiS:. ^00*^^*1-* #y (3-tKn*y-5-7x; 

Z\btft>fr*=>Jz 0 ttz^ YiV • /n°-5^-v3 >-^nvh/77^ -izX&ffl 

HA^^^fili 23,000 X$>otz 0 
[0 5 3 2] 
(*»«9 5) 

HWJ8 8T'fflv^Wit(l)^x.t, YN2*fi**fI(5)^ 



ttiSE# 2004-3050037 



$&m 2003-127503 



^-v : 212/ 



ffiv\ £<bH, 6 0mgO(R)-3-t Kn*v-/^i; ;WCoAKftx.T, 24 0 
mg<7) (R, S) -3-tKD*y-5-7x-;WN*l/UJl'CoAi:, 6 0mg 
<D (R, S) -3-tKD^/-7, ? / ^CoA (Int. J. 

Biol. Macromol., 12, 85-91 (1990)^IBm^^-C-^L^ 3 - V: Kndp v- 
7 - * ? x ymnsfmnUft* 3 - ? n n$j|f^-ex*^y{t Lfc$L Eur. J 
. Biochem., 250, 432-439 (1997) ^|B«^)^-ep^) Srffi^T, ^OflfcO^ 

^14-7 ^f^n*y-b;l'2 3»-?, ©^iguti^J £ > ^^t^^^J 23tUo 
[0 5 3 3] 

/c^^^l 2^-To 
[0 5 3 4] 

7^f^n*^;^t^t^PHA^> 1H-NMR (1£ffl$SSf : FT-NMR : 
Bruker DPX400, M'mMM, 1H, «ffi»i:l^nnWA (TMSA9) ) #*fK 
iOffHBLfctt*,' #fc*Lfc*£«tt^*n#-/.fe/i'2 3 0*Mfct±, 3-tK 
D ^ > _ 5 _ 7x -^^ 7 H S 7 7%, 3-HFn^y-7, 8-^-*° 
3^>*? * y >^2 3%^^^^>PHA"e^)^>«lh ; SrliEL'^o 

^»v^f ^ □ * ^-b;V 2 3 W^iit ^> P H AOtfWili 25,000 

[0 5 3 5] 

(3l«!]9 6) 

JifEf ^Stt^ ^n* 7>-t;v 2 3 cO50®*3&£. ffiiSbKSOICi^KM L/i 

o ^^^iV)7X^l^*L^^ 70T^2B#^R)££^ ^® 

ILf^Mtt^'f ^ n 77 y-t^ 2 4 fcffi^&jg^uii^J^ 0^ig^J 2 
4 t Ltzo 

[0 5 3 6] 



ffllE# 2004-3050037 



#M2 003-127503 



^-S> : 213/ 



[0 5 3 7] 

*£«ttv>f ^n*-/-b;l/2 4 fcov>T#flJRJR*i8l5eL;fc (FT-IR ; 
>:c;W-1±»L 1720X) fcd^>. in^am^mm$tt^T^> (3340 cm- ltt 
Rtf^Jp*-> (822 cm-lttiS) oe-^mH47^ ^ntf^-fe^ 4t? 

^^^l/^TS >£RJ&£-£&££-C% fOtIi:*lt*, v'TV/tx 

t (omm^mx-wmm s tut # y ^ - k £ t> * ^ *satt^ ^ 

[0 5 3 8] 

d£«U9 7) 

> M£ ~> 'ja-Vt'f ;VTSF4700> GEjPC;£ "> (80 *) * 10«*lf& 
«]U 70'CC2I^WRJ£$*feo itL*^^^-/w^J8»U at'C^* (10,00 

ox g% 4r, 2o^m) -f*iftf^«rMyg-rifc-e«fe^t, ^ 

[0 5 3 9] 
[0 5 4 0] 

+^8te r * , 'f * n * 7 p -b;v 2 5 Kov>T#*WDl£8!l5eL*: (FT-IR ; 
VJ^v-ttSL 1720X) MMfi:I§?^7r/ (3340 cm-l# 

j£) Stf-X^y (822 cm-lttS£) oe-^#«t"$ltt^ * n * y-feJV 2 5 t? 



miE# 2004-3050037 



mm 2003-127503 



^-v: 214/ 



[0 5 4 1] 
[*1 2] 



mmm 












(dm) 




88 


16 


6.9 




89 


17 


7.0 




90 


18 


7.2 


fcL 


91 


19 


7.5 




92 


20 


7.4 


&L 


93 


21 


7.2 




94 


22 


7.1 


&L 


95 


23 


7.4 


#L 


96 


24 


7.3 


£L 


97 


25 


7.2 





(gtjfcffl 9 8 ) 

2 gOWl Sr4mt7t:20ml^^b^^V>^^> 12ml^»«bKS:«:AU 

fcfcJ:0rt7MBOS«:/h£< ^>V>T% 0.1 M'J >fA7 7 7- (pH7. 

0) I: 1 w/v%©*V vr-^r ^3-*, (D 5m K (R)-3- 

t Kn^yrf^^CoA (v^v • T^FV y + • Otfc) 1 g 

. -7Vijf7^5 > (S i gmatH) 1 0 0 m g *Jnx.#»L*:*»«tlO0Bi 

aafcLfcPHA*»fbLT, ^4 
*-eft*Lfcfk 0.1 %Tween80 *»iTej*5HfcU ttWEfcU W^v^f 



ffiSE# 2004-3050037 



2003-127503 



^-v : 215/ 



[0 5 4 2] 

g^AiOHIU 60 t)T' 20 WHB«»tT*W*«*i-&PHB*aiat*: 
o »HJ«*?Lft 0.45 ^m^r/yW/7^V^-t6IU n-*M) 

^7^- R*^*f«*(GC-MS,ft*QP-5050, Effi)t^tL, PHB 

D t h Ao^tiMt* a e - * #\ jtKn* ->f&m*> * 

[0 5 4 3] 

GPC ;HlV-HLC-8020. Jj 7 & ; b V -P Lgel MIXED 

-C(5^m). il^on^ *?A©J&; 40 #'J^fV>»»)i: 
JOffHBLfctt*, m s F^?-*Mn= 71,000 t$,ofc 0 
[0 5 4 4] • 

mmm9 9) 

^»J9 8-Cfflv»*:«|*a«E«(l)lc^-C, KKO l*fi*OfiW*(l) 
;i/2 7 io+SSSte^'f ^n*7 p -fe;v2 7 ifflv^jewSaS^W^^ S 

[0 5 4 5] 

[0 5 4 6] 

H«!)9 8fcEM*^ n * y-b;v«^«t ^ P H A^SI^ffi t 



mWW 2004-3050037 



#0 2003-127503 



^-v: 216/ 



JkW^f*** 76,ooo -e^ofco 

[0 5 4 7] 

(£jfcm o o) 

Hife^lJ9 8ffflv^«ftf(D^x.t, TL2ttfi*Oi»f«(2)«: 
2 8 fcfffco CLO^^teW *n#-7-fe/l/2 8 tffl^Aja'&lfeiii^SW*^ 
[0 5 4 8] 

3 K7F-f 0 
[0 5 4 9] 

HSfc$19 8 70 n * y-t;v«*«t ^ P H A^)«$:lfi t 

tffOjfeSUD, #<btt^^^14^-f^n*7 p -t;v2 8^*)SnPHA© 
&¥*&#?*± 75,000 -eabofco 
[0 5 5 0] 

(*WJ ioi) 

gjfctil 9 8 -Cfflv^WfiMK 1 ) fcft*.T, T L 2 ftA«0«KKtlt( 2 ) «r 
fflVN (R)-3-fc Kn^V^V/uCoAH-ftx-T, (R)-3-fc Kn^V 

**?7-f;VCoA (Eur. J. Biochem., 250, 432-439 (1997) K^SM<D^t*m 

*wam2 9 1 L/io 

[0 5 5 1] 
[0 5 5 2] 



tiiiE# 2004-3050037 



!$m. 2003-127503 



^-v : 217/ 



«g#!)9 8 fcHftfc, *^:fr:/*/l'^£»JSi'*PHA<a^*»ffliL 
rt:^&*^» ^hfitz^^^^ *n#-/-b;v2 9 <Dttffc<D 3 -t: Kn* 

4 ^D^y-b;V2 P H AOtf ^ili 25,000 X'$>otz 0 

[0 5 5 3] 
(HJfcfl! 10 2) 

«fc«9 8-Cffl^*W«*(l)^^ P9 l*fi*©a»**(3)t 
ffiv\ Sfc, (R)-3-t: Kn^rvT'^U^CoA^ftx.T. (R, S) -3-fc 
K n ^f- v — 5 — *7 x~;W^ V 'J /U Co A (Reformatsky>RJS4c <fc 19 ?# h fciz 3 — t 
K n ^ ^ _ 5 _ ? x - * 7. ;v £ iDTK^fil t T 3 - t: K o 4r v - 5 - "7 

li^fflt^, Eur. J. Biochem., 250, 432-439 (1997) KSBlftO^ife 
-CMS) £fflv>T, -C-*U2W1.MU ^HfI9 8tra»i:U, ^^ft-r^n* 
•/-fc/l/3 0£#fco £?>*^?&ttW?n#-/-fe;V3 osrfflv^e^ayt^J* 

[0 5 5 4] 
[0 5 5 5] 

£SJfrW9 8 tmm^ ^n*-/-fe^^Mfe*»lft-r*PHA«>»A«rffHffiU 
/ ,^ > ^ tLfz4»^?SSti^ ^f^n^7 p -b;V3 0 W^WfeO^JS:^** 3 - K n 

w _ u -y 3 ;y*n^^7* -KJ:£fl¥#r<z>*&*«£ ^ nhtitz^g. 
!814-7>f *n*y*/l/3 0d«Sr#^-t*PHAO»:¥^^f-*t± 21,000 "C* 

[0 5 5 6] 

(^Jft^I 10 3) 

9 8 ■eJBv*fc*«W*< 1 ) KftjLX, P 9 1 3 ) * 

fflv^ ttz, (R)-3-t Kn^^yf ij;vCoAt:fti^ (R. S) -3-fc 



tttiE# 2004-3050037 



mm 2003-127503 



^-v : 218/ 



KD ^, > _5_ 7l ;^y^ l/ ij;l,CoA (J. Org. Chem. , 55, 1490-1492 (199 

o) Kiafco^are** tfc 3-7x ^y^n^t-^^o^fif^t 

Eur. J. Biochem., 250, 432-439 (1997) \,zUm<7>1j&Xm$0 
X, -e<7Mt&o##fi> mmm9 8 t»:tt> f^tt^-f y-n#7*-t;v3 l 

m\3 1 tL^o 
[0 5 5 7] 

fc«f*«r*l 3 H^-To 
[0 5 5 8] 

^605 9 8 tmUK, 70 n * ^^tW J P H A*«:ffi L 
fcift^ # S> tt/i «t>^'tt*7 4 9 n * ;v 3 1 <£>*«<£>i$;W 

-gm^J 9 v 13-7**3 1 MS P H A^)t¥WHi 23,000 t? 

[0 5 5 9] 

(*tt«l 0 4) 

R)_3-t Kn4rvrf- , ;;vCoAlc>ft;£-C. (R, S) -3-tKn^">-5- 
7x-^l/i;^CoAtfflv>t, ^ftJ^tf>&#&> ^9 8 tlstffKLT 

(R, S) - 3 -fc Kn^y- 5-7x; ^y^'V'J^CoA 1 g£7MB« 
JDU ^lci5v^r$«b^2^raRfi>«rfTo^o ^-tLWcoMii. #l»!!9 8 
i: RttK LT4»S«ttv>f ^ n * 7**^ 3 2 £#£0 i^Itt^^ 13 *^ 
•fe;v 3 2 *fflv^0«ati^Bl«r. fflttft&Jgftl 3 2 h Ltz Q 
[0 5 6 0] 

ffiSE# 2004-3050037 



mm. 2003-127503 



^-v: 219/ 



[0 5 6 1] 

a-^MHMfffSIt (TOF-SIMS IV. CAMECASD K£ «J illbfcLfco #S>*ifc*7* 
V yy\z£ ^y-b^^OOT^^LToIlJ r> ^t&^IWI^^TOF-SIMSIC J: *9 

®Ml<z!kl&Lfz*°V (3 -li Kn*->- 5-7x-;v^H) o*mif±K> ^ 

^n#-y*-b;V3 2^^^i-^>PHA<7)m¥^ : ?-*(i 22,000 X*$>-?tZo 
[0 5 6 2] 
0 5) 

$mm9 sxm^fzmwmmmi)^^^ mmmms)*®^ ttz, 1 

gO(R)-3-fc Yu*^-X?-V ^CoAMtz-t, 8 0 0mg©(R, S)-3- 
tKn#y-5-7x-;W^'j;vCoA> 2 0 0mgO(R, S)-3-fcKn 
^, > _7 j s-^JK^v^^^^'f ^CoA (Int. J. Biol. MacromoL, 12,85- 
91 (1990) K%m<V*'&X*&J& Ltz 3 - K n * is - 7 - * ? T" >M<W£&3W 
5^£3_^nn^&#m^^*°*vfl:L/^ Eur. J. Biochem., 250, 432-439 

(1997) tciam^^-ePM) -etm^^rfW. inifeM 9 8 £ iwtft 

3 3 zm^zm^foikBM*, n^i&mms s t u/c 0 

[0 5 6 3] 



IUaE# 2004-3050037 



#M 2003-127503 



^-v: 220/ 



[0 5 6 4] 

1H-NMR mmm%* : FT-NMR : Bruker DPX400, Mfc^m I lH,^ffl?#IR I ^ * 
n*/UA (USA*)) ) ^<7>^£ *) > *tti+&m-*4 ? n # <7°-te;v 3 

n ^- > _ 7) g -x^y^^ * b7& ? 2 6%/^«b£&PHA-e&<!>£ 

^f-iti 23,000 T?&o/io 
[0 5 6 5] 
(H»J 10 6) 

±IB<^4"^i4^-T * n #?Mr;V3 3 ^ov^TBOKi^'Ir^TKSOKifB^^ 

^ >: O n * ^-b;v 3 4 tHf:o £a>*£?Kte^'f ? n # ;v 

3 4 fc/Bv^^W^i^J^ 0^«if^J3 4 t Lfco ^<btt7^T^^n*-7° 

[0 5 6 6] 

4.^-7 w ?n#7Ms;v34Kov>T^TO£M5eb£ (FT-IR ; /*-*>.x/i/ 
■r-tttIL 1720X) h^-h, inMSm^H^$tL7tT^ > (3340 cm-lttifi) R 
Zf^tf*is (822 cm-ltt&) (DkZ-ftf^gM^J truU-fWZ 4t?ti^ 

;v 3 4 *Lfc CI t ff-fofr & o 

[0 5 6 7] 
0 7) 

_biBtf>4>^&14W * n # 3 3 £ov*T50R*ffl5^ **8T ^ ^ 
V yO^> (ggft^ a - > * 4 ;VTSF4700> GEjfC£~> V 3 - > (#0 K) * 10 

ll»nt> 70 < c-c2^fP^^$^o itt*^^y-^^j8«u St'Mfrfli 



tBSE# 2004-3050037 



mM. 2003-127503 



^-v: 221/ 



(10,000Xg, 20*111) i"*t»ft*riljE+i fCftfr, 16* U #V^n* 

[0 5 6 8] 
[0 5 6 9] 

+^?»tt^'f ^n^y-b;V3 5 fcov>T#flJ8UR : fcfl!l56Lfc (FT-IR ; 3r 
vaiA'^-tt*, 1720X) Um^mtiSKmm^fitzr^ > (3340 cm-ltt 

at) ;&rj?x#*~> (822 cm-lttSft) we-^^»-70n* 5t 

i-S^^^tt^W ^n^-7°-t:;V3 5 h fitz CL h tft> tf> & o 
[0 5 7 0] 
1*13] 

813 



SUA 










s# 






98 


26 


7.1 




99 


27 


7.2 




100 


28 


7.4 


fcL 


101 


29 


6.9 




102 


30 


7.5 




103 


31 


7.3 




104 


32 


7.3 




105 


33 


7.4 




106 


34 


7.4 


net 


107 


35 


7.3 





(*SJfc«l 0 8) 

0. 2 gOltt*lt:*ftLife^nn^^^2ml 16~18t:^ 

ffiiE# 2004-3050037 



#0 2003-127503 



s<-*J: 222/ 



ajLfcft, wi 6-1 8*ctc^tTi3v^co. i%*^;e^;vr;vn-;v (e 

G-40, Bttmt^m *»»U^0.1 M'J VtA777-(pH 7.0) 1 0 0m 
lKBEAU ^-e^a**^**- (iim«Mk«) 7 0 0 0 rpm-C 

m^tr, 0/WlX7^>3>tUo Hf.tl^O/WlXT^ya'/t:, *» 
Wmmfo (1) 5mK (R)-3-tKn%y7f '^VCoA(y^-7;VK'J7 
^ • vt^'XDttl) 1 g^ ^->JflL«fT>U'/5 ^(Sigma*±m)0.1g£8slHk 

l . 3 mom* friz mw L X P H A © ^ v * n n * * y <nw% * 

*TV>, ^tfpffi+^jfffflLTV^PHASrHft***:^ 1 5 0 0 r pm^jS^i 

n#:Ate;v3 6 tfflv^jewaaftiKWS:, 3M«aftJ&*l3 6 h Lfco 
[0 5 7 1] 

fc*S*«r^ 1 4 K^-To 
[0 5.7 2] 

t/w. xpgx&fe-vj fujj-flDi'S 6%, 20 mL<0^ nD^;VAt:ISU 60 
TCt?20 Wf«ft# LTW(tS:«J£t & P H B «: ttffl L^o «|ffijRSr?LS 0.45 // 
m^^vT-l/y . 7-f /w n-^U- • V - * - "C'iEiSl 

tf§Stt(GC-MS.Ai*QP-5050. EIft)?*tt> PHBC^fti^^- 

;V3 6 <afl4&W±J&$H±P HB "C£>& £ t %m.WLtZo 
[0 5 7 3] 

GP C ; jfCV-HLC-8020, ; * f 'j7-5^5 > V-PLgel MIXED 



miE# 2004-3050037 



^12003-127 503 



^-v: 223/ 



£*)m&Lfcti*-> m¥^T-*Mn= 75,000 TNfeofco 
[0 5 7 4] 
(HXMl 0 9) 

HlWUl 0 8ffflv^:ffll5M(l)i:ftx.t, 1 ) *ffivvt\ **l 

[0 5 7 5] 

OgcWfl^*!* 73,000 T?*o7to 
[0 5 7 6] 
(£*60U 1 0) 

aakffi o 8-cfflv»fc»«w«(i)c^T, ««i(2)t)iK 

^o^ti, gjfcffll 0 8t»:tt> cf.^ft-7>f^n*y-fe;v3 8*#fc 

nmmLfzm^^ii 4c^t 0 

[0 5 7 7] 

nwmi o 8 tmm^ ^^n^^^^tspHAoas^ 

L fc|g* % # ib ttfc ^ n ^7 y-fe ;v 3 8 P H B t?£> 

Olfi^J: *K »5»*L^*ffi«tt^>f ?n#y-fe;v3 8««t^>PHB<7)t 
W^Jifi 71,000 "Cfcofco 
[0 5 7 8] 

miE# 2004-3050037 



mm 2003-127503 



^-v* : 224/ 



mmm m) 

% (R)-3-H Kn^v^^^CoAlcft^T. (R)-3-t Kn^vt^^ 
;^CoA(Eur. J. Biochem., 250, 432-439 (1997) KUm.Vjj&X'mm.) * ft^X 
, ^tL^O^{i> ^ife^Il 0 8 t|51ft:tt, 43^^-7^ ^o^y-b^ 3 

[0 5 7 9] 
[0 5 8 0] 

vBte*-—? fHftiPHAWifcttBUo tfc, • 
«7^u#y-t;V3 9W^iit^PHAO|[fWIIi: 23,000 -Cfcofc 

o 

[0 5 8 1] 

mmni 1 2) 

«fc«10 8'Cfflv^»«»«(l)^^ *WBM(3)*JBv», *fc 
(R)-3-K Kn*'>7*f U )UCoAf:ftic"C, (R, S) -3-^Kn^v- 
5-7 V U )V Co A (ReformatskyRJ&K £ *) #<b *Lfc 3 - Kn * v- 

5-7x- ;V^^x X r- /U * #DtK#» LT3-t ;H§r^ 
Eur. J. Biochem., 250, 432-439 (1997) fc|B*0#ft"CM») «r 
ffi^T, ^tUsmo&fMi. k»Jl 0 8 fcE&KLT. ^n#7> 

[0 5 8 2] 

mum 2004-3050037 



#0, 2003-127503 



v : 225/ 



[0 5 8 3] 

%MWl 0 8 tmffi,", *r^^n*-/-fe^^Mft«rfllJfti-*PHAC5«Ufi«:fHi 
L fcIS** # ^> *tfc i*»£lSfc1&v 'f * n * y -t ;v 4 0 o*Wfc©£Jft## 3 - K n 
5 -7x-HI|^7 hj&*fc&;&PHA"T?*&C:i:£?t©Lfco Sfc 

fc^fi&tt^ 9* Ms-?*.* 4 0*mtiftt*PHAO*W*?ltt 20,00 
0 -tr&ofco 

[0 5 8 4] 
(£Jfcm 1 3) 

*Hfcm 0 8-Cfflv^»«***(l)^x.-C, ffi#«fi£(3)£ffiv>, 
(R)-3-tKn^y7f , ;;i'CoAi:ftit, (R, S) -3-tKn^>-5 
-7x/*'W^V^CoA (J. Org. Chem. , 55, 1490-1492 (1990) fcfB«<*># 
St^tfc 3 -7 x ; Jfy yn/N't-^S^a^xf j^gfl-i: U M 
»fc J: ftfef onatakyK&eft tlfz 3 - I? Kn * ~>- 5 -"7 a. 7 * X x 

;v*Jn7K^LT, 3-t Kn^'>-5-7x/^ytfi^:o <£4>^ Eur.J 
. Biochem., 250, 432-439 (1997) KfSm^&^PM) *fflv>T, **USW© 
fcttli, H«U1 0 8 i:Piaii:Lt, *n#y-fe/i/4 1 fcftfco - 

[0 5 8 5] 

%h tilt -rJ 9 u ij y«fe^«bE^*jfc^JK««*5 J: W?«IW*fc J: *? b 
[0 5 8 6] 

^, > _5_ 7l ;^y±ffa^7 P H Atr#>£ £ %*%WLfz 0 t 

tz, Yfr - /N'-^^-va > • *nvf^7-f -K^aflMfr^iKi*.*^ 
thtz^m^^ 7"-te;V 4 l«»t^»PHA^fWili 24, 



tiiSE# 2004-3050037 



#M 2003-127503 



^-v>: 226/ 



ooo xh<?tz 0 

[0 5 8 7] 

(*tt«114) 

(R)-3-t Kn^v^^VCoAKftx.T, (R, S) -3-tKn^ry-5 
-7x-;W^'j;VCoA^ffl^T, **t^o*frt±> ii^i 0 8 tisi^ic 
L-CPHA^JRJSSrffo^o 
[0 5 8 8] 

«IJ-Cl±. M%LK&^xmmKfc*ft^fc^ (R. S) -3-fcK 

n + , > _ 5 _ 7l ;^yAVij;VCoAl g £7KfflKi£jtJD U MUfc&^XZh 
^BfP^RJS&^oTCo ^*U»<«Sii#l«!l 1 0 8 hlil^lcL-r. 

[0 5 8 9] 

mft$?mm~&'(*>mmLfr%fmw (tof-sims iv. camecam) kx^om 

fcLtZo nb*itz-?XXs<? Y)Vfrh, #7°*;vm5t#M?>PHAte±^3- 
t: KD^y-5-7x^ytf^7 h Xffi- J&Z tiX^Z Cl b -hmW^ fifz 0 

TOF-SIMS \ZX ^^77,^9 Y )V * Mfc^X tz t Z*>, 9\-%mfrh3bZ>m% 
mLtz$f&X\ * 7°^;«#^i^t^ P H AO^ / v-a- ^ h03£$dW 
3 _ t Kn ^y - 5 - 7 x-;l/t?^- ^ Hcg§|&fc>& £ ttmUZ K~tz 0 

SUfc-Cifc* Zttftefr-? tzo * fc* .;^5i-ya>^n7b757^ 
l>PHAOi:¥Wiii 21,000 -e&o£o 



ffilE# 2004-3050037 



Sfcm 2003-127503 



^-v: 227/ 



[0 5 9 0] 

(mmmi 1 5) 

1 gO(R)-3-^ Kn^v^'J^CoA^t^T, 0.8g<7)(R, S)-3-fcK 
D^y-5-7x-;vnV'j;vCoA, 0.2gO(R, S ) - 3 - Kn * v - 7 , 
g -jc^^v^-^ ^ y ^ ;i/CoA (Int. J. Biol. Macromol., 12, 85-91 (1990) 
UfB«0^&-C#JS U?t 3 - K n * v - 7 - * ? r yMV^miUfrZ 3 - * 
nn£&#m^#*v'ffcLtfr^ Eur. J. Biochem., 250, 432-439 (1997) K 

#^14^ *n#y-fe;i/4 3 £#7^o i©"fSItt^^ *n#y-fe;i/ 4 3 

[0 5 9 1] 

fcifS**^ 1 4 H^-To 1H-NMR : FT-NMR : Bruker DPX400, 

:iH,^ffl?§^:m^nn^;vA (TMSX«9) ) »*fote*iO, 

f^7 3%, Ktt*v-7, 8-x*^yt^^^^2 

/77^t:±W^i^ #^tL^^att^^^n^7 B -fe^4 3*Hfc 
^i^t^PHAOSW^Hi 21,000 "Cabofco 
[0 5 9 2] 
(JUfcfll 1 6) 

& C: h T% ^Mtc^^a*^t7^4»^tt^'l'^n^ > 7 0 -t;V4 4?:#/co - 
O^mteW ^n*7^H4 *JBv**]tt«a6i0W*^ MftfcilfcM 44t 

[0 5 9 3] 

ffi!E# 2004-3050037 



#02003-127503 



^- V : 228/ 



[0 5 9 4] 

tf^Mr^ jruu-f-kfrA 4 icov^T^M^ilOjEtTt (FT-IR ; 

>ju)v-?-nm, mox) tzz. mmmmm^mm^^tzr^y (3340 cm-itt 

£t>^*°*v (822 cm-H«) ^)k-^mitt-70n^-b^4 4t 
{iM^LTV^Co d*T-J:*K UfflMK^#* vg^-fS^-? b Sr^trP H A t 

[0 5 9 5] 

(*Uft«l 1 7) 

**i-y (^14vi;n->^-f;VTSF4700> GEm^v'^-^W^) £10R*SB 

i^linu 70°c-e2^F B mjS^-^^o z.ti**? s-^^ffiU M>bfrm (10,00 

oxg. 4°c. 20^) -r^mmmi&ir^tx-mwrLfz^ «»u #wn* 

T>f * n * y-fe;v 4 5 *fflv»sjB*«atl^W*> jMfcfctiafl 4 5 L£ 0 
[0 5 9 6] 

[0 5 9 7] 

4>£i&tt^ ^n* -?*z)V 4 5 Kov*T#dWR*a!l5£L;fc (FT-IR ; 

y^w-nwk, mox) mm^mffi^mmztitzTzy (3340 cm-itt 

j£) S.^-x.^^v (822 cm-Htifi) ©^-^^7^ * n # :/-k;V45-e{±M$c 
[0 5 9 8] 



mSE# 2004-3050037 



mm 2003-127503 



^-v: 229/ 



[*1 41 





BO 


(Jim) 




1 HQ 


36 


7.3 


fcL 


I Us 


37 


7.0 


fcL 


I 1 


38 


7.5 


£L 


111 


39 


7.3 


fcL 


112 


40 


7.4 


fcL 


113 
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gBfll 1 6 

•74 ? n 77 /WflBM^Bffe** lw/v %OTween80 7K?#*£ 1 ml U 
n--/*(ft«bfca*»WWif«11 (^tt^^SONOUYER «SSH -140) 

[0 5 9 9] 

#li&0!)8 5-8 7, 9 5-9 7, 1 0 5- 1 0 7, 1 1 5 ~ 1 1 7 *5 itfJfctfc 
M4 t?#£#«^7tO^ ? n * :7Mr;v£fflvvcv*&, SWtfeS^J 12-1 
4, 23-2 5, 3 3-3 5, 4 3-45*^^15^^ lw/v%OTW 
een80 #»ifclmliS;fc»K v><o^fM^I^tt, ffiffi^M&tTfclOOml 
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{ ;^L> SHI <Dlft^fr<Dm&nW2>Z<0®&&l^k*^fco 
[0 6 0 0] 

>eo^, j&^tf^rU 2-14, 2 3-2 5, 3 3-3 5, 4 3 - 4 5 <D 
WKO^T^ ^nS^OmgmTW^ ^<7)^OH^^>$(7)^1i(±^25 

# jftOW & $ <D^m^20S>XT tftvtzo — ^> T^nMrtnOmgfc & v> ii20mg<7>4§ 

o 

[0 6 0 1] 

G&nA80ng) > itv^W4$* f tl^<«ill«* 

[0 6 0 2] 

| 0 t, P H ASOttJ^/f ^ n * ^;V«:I^T, Tfclml^/i*) 

[0 6 0 3] 

#VDL?Lfl* (¥^£^£7000) «rfflv*Tft*«*tfct , a2att^'f 
«*U &5 5M&Klil0£TF> &1 0^»{*5@EL^^1-\ &X&<V&& 
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[0 6 0 4] 

(umwi i s) 

KAOWflMfc (TAPttSO 500mg£> 0.6ml H&JSLfco %h 

mtLXl>X^L^0. 0 2//m-7^» TN i (2 0 0) UFMPJ 

(**) m (*&1£#2hi-&) **J?uu*?>5.&mUZ'Smmttzm& 

itmznfco c^w/oMiwk^^i6 < ctc^*PL^m. wiem^L-cis^ 

£0. 1% # y lf-/U7 * 3 - A' (EG-40, H #-&J3Wfc^S0 TMMlOOOml * 
K&AU *-tf>S*^*"9— (#3MSHt«) fcffiv,^ 7000 rpm T?W/0 

**>*ifffc$^ W/OM?Mtt»£B'ft$*fc^ i£'fr#HMa (0 5 PR- 2 
2, B&M^fr) *fflv*T 2000 rpm ^»'fr5M£Lfco #fc*L*ifcR&&&S* 

^ * D * •/-b/P*r^^3K«7Mw#$Hfc^ h -;V0.3g^Snx. 

, fflftl&JftU ^*fct-C^tt^^^n^y-t^7 6 : lr^o t >f * n * 

[0 6 0 5] 

GEK«1 1 9) 

^T'f KAOftKil (TAPttS) 500mg£> 0.1 Mr/^7r-(pH 7. 
0) 0.6ml K**U §5>U»W*«t (1) 60^ K (R)-3 -H Yu**s? 

;VCoA(v^v • T^K 1 ; • 5>*><>(*IO*fc*) 6 Omg, ^vlfiufT 
;i/7'^>(Sigma1 : ±m)5mg^Jnx.^b/io #<bfr&?#?&£. 1.5gW«tt# 

«) t6 0W^t-CW/OII,j»^#^o c:<7>W/OM?Mt$>£l6 < Ct::<$ 

*Pt7t^> ^ae>i6ic^3ju-c*v^o.i%#v t?^.;vr;v3-;v (eg-4 0 
> B^jfrfM**) 7jc^mooomi^^xt> ^-tr^ffl****"*- 

i\M) fcfflv^ 7000 rpm T?W/ O /WMILft* t Ltz 0 £ OW/ O /WfflfMt 
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W/OM?Ut«@<t£-££^ jt'toMfctfl (0 5 PR- 2 2. B^Mff^r 
) Zm^X 2000 rpm TSI'l>55litL£o tL^ftW^^TK^^^ ft 

[0 6 0 6] 

^14^^ ^n^~7°-b;V7 7£. 20 mLO^ n n^;v^ KMM L, 60 t: 

-c 20 i^iaiii#L-c*H([ii*t & p hb *aas wm^*?LS 0.45 
yyuyy <{ ;v*--e*>itu n — * v — j-^jKi^— * -x~i&i±$kBL?z<D 

GC-MS. iiitQP-5050, EIft)T?**fL, PHB^^-a-y b©^^ 

2> d t «b , # <b tL7t^14-7 * n * y-fe ;V 7 7 ©W(tO±)S*li P HB"C 
[0 6 0 7] 

gPHBO^Fl*W-§i-*>3>^D"7f^57-f-(GP 
C ; $V-HL C-8020, *7A; HJ-PLgel MIXED-C( 

5^m), il;^nnw, #9 ASK; 40 *C. 
ffHBLfcfir*, Mn= 73> 000 -C&ofco 
[0 6 0 8] 
(*i«12 0) 

KAORflfcBl (TAPltS) 500mg£> ^@7K 0.6ml tiitto #<b 

^ 7t -( p h 7.0) > o. 1% ^ tf- ;vr ;v 3 - ;V (EG-4 0, B^Jfrfb^ 
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000 rpm -CW/0/wa»Lft!»fc Lfco iOW/0/Wl«i:, £<bOfrfi 
g^lfc (1) 5ml> (R)-3-li Kn^y^f V;VCoA(v^ • 7^KV 
• v^*>0ffc)*±§!0 1 ^VJfiLWT^r^ ^(SigmattSO 1 0 Omgfcflnx. 

[0 6 0 9] 

^^W/'0/ , WS?L^^ma-e3^m#t-C, PHA^t^ 
v^ncM*y£lfifc£-ti:. W/OMfMt^£@ffc£-£^> it'C^StE* (0 5 
PR- 2 2, B3L$kWffi) fcffi^T 2000 rpm "CT&>bfrt&LiZo 'febtlZtiMW 

[0 6 10] 

£fc> J&tt^'f ^0 7j-7 0 -t;l/7 8 20 mLW^nn^M^ISU 60 'C 
•C 20 R#M#LT^«#J&^&PHB£ffiftL*:o »ffi?££?L@ 0.45 m 

^^oT^ v*=Htv^ n-7 h 7 ^ — flM^f ( 

GC-MS> ^QP-5050, ElS)t*ML> PHB^^-a-^ ;V 

[0 6 11] 

$ «b IC, |PHB^t*W-^-'> g>^D7h^77-f-(GP 
c . jjty-HLC-8020. Hv-U ; *"'Jv-7*7 F'J-PLgel MIXED-C( 
5//m). ««;^nnW, ^^A^jg; 40 *''JXf l/>M)t^ 
*F«Lfctt^ Mn= 78> 000 -Cfcofco 
[0 6 12] 

(£U&0O 12 1) 
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Wm 2 (2 0 0mg) t2.0g«MHl> $?,|:2.0g^«^ 
jSLfcl^fl^O. 02^m<^y-Fe2O3» TNanoTekJ [~>-7 

.16-1 8tC^L^ 6-1 8*C^*PLT*5V^z0. 1 

e^7^3-^ (EG-40. B^Jfrfk^JR) 3WS«5 0 0mn:ftH 
% ^-e^I^^f- (4«*lflMk*) 700 0 rpmtO/Wlx 

ntM 9 ^ flWBfcB'fkS-ltrfcgL 1 5 0 0 r pmtfl^iU. 

, ^hL-C•7^^^^7 0 -^r;^^#^ eLtLfcfiBrtfc^ *n*:/-fe;v7 9 t Ltz 0 
4*n*y-lr/l/*6 0%7-tf-f;mr/KIft(pH7) 1 0ml fc» 

[0 6 13] 

(fHWfll 2 2) 

16-1 8*CKJ$*PLT£v>*:0. 1 tf ~;VT;V^ -^Tk&ifc 5 0 0ml 

icaxt, ^-if>i^^t- mwmtm *m^. sooorpmto 

UV^nn^>i»H$t, Jiirfl£H*k£*fc&. Jt'tftfftiffl^tl 5 
0 0 r pmtl<WMIU. »&*Lfc«J»****fcW»Wk ^ifc&SrS'b 

[0 6 14] 

(Uttm 2 3) 

2 0 OmgWlllis^'O. 5 g«3ty^n^>2mn:^ 
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ZltfzmmZ, 1 6-1 sr^^LTtm, hhfrt&l 6-1 81C^ii]L-C 
i3 v> £ 0 . 1 % *° V e ~ )l> T )\< 3 - )V (EG-40, H *£"J&f tS 6 *) * i&# L fcO. 1 
M'J>^?7 7-(pH 7.0)10 0mH:ftAU * - tf Vi** ^ ( 
J|#8M8WfcS) fcffit^ 7 0 0 0 r pmT*0/WliT;W>3>fcUe ^hfitz 
0/Wlx7;Vy^C, ttWfftt (1) 5ml, (R)-3-KKn*W J 
;vCoA(v^v • r;vKU • v-v^>(4*)1±gO l g^ ?vJfinir;V7^ X 
Sigmatt*D0.1g*«ain, »»U *«-C3«MB«^Cii»LTPHAO* 
j&hv^nn^ *;/<7)3f§& ; HT^ fflffifcHflSS**:^ 1 5 0 0 rpmtM 

5mg^On* 7 R -b;v* 6 0 %7* h - b V >tIft(pH 7 ) 1 

0ml i:§)lt/:t>^V^HP L Cfet^it ^ i i: o Tl^ Lf: 0 
[0 6 15] 

^ 7^ ^ft^ ?n#7Mr;W8 1*. 20 mL<9?nn*;l/-MC?i?§U 60 1C 

-c 20 mmmnLxm^^m^-t^pRB^mmLtzo mmfczim 0.45 M m 

GC-MS.JH^QP-5050. EK)«U PHB^t-asy>Wf* 

X~hhZ.tfrh, tebfitMBL-?* ?ufj-7*)VS 1«»±WPHBT* 
[0 6 16] 

C ; mv-HLC-8020, ;>fU-7-7**9h'J-PLgel MIXED-C( 

SNiBiL Mn= 78,000 -C&ofco 
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[0 6 17] 
1*1 5] 
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(*Jfc«l 2 4) 

? >f hMH 1 r^^^^-f hEPT 5 0 0j CP BaXH (#0 »] (i&&#4 t 

#y b n y) -ei^too, 1 w/v%# , J e-;VT^=J-^7fc^200ml^lc 
ttrfBW/OM^^vs >32ml£&AU W/0/WI^'>a>tUo - 

iHifJltU W«H=?frajILfc«l»*-ett»Lfe«. 0.1 %Tween80 
[0 6 18] 
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mmm 125) 

2 S <Dm&fc4Z^Lfz2m<D&ik* J f-l'>®%il^ 12ml<7)0.1 M'J 
,7T-(pH 7.0)fcMW**t (1) 0. 6m K (R)-3 -fc Kn * y7*f 'J 
;vCoA(v^ • T;vK'J ?f • y*^v(*fcm»0 3 0 0mg> r>i}|7/i' 

i; fn^) -ei#Loo, l w/v%*°V V— ^T^n -;V7K*#?&200ml ^mfffi 
W/0lx^'>3 >32ml^^XL> W/0/WIi"7;V v a > i: Ltz 0 -OW 
/0/WlX7jVy 3 >^it6 HW#t^^, PHAmtifcH 

mW&Tzffi&^izfe. 0.1 %Tween80 jfc&ifc-Clf #tfe U Kttt*g**U 

* a n 7>-fe;v 4 7 tffl^SJB^iftiSi^W*. m^ffik&M 4 7 tLtz 
Q nbtitz-rJ iHRtt^ * <fc OTFHMIt J: «J «ft t 

6 Kip-to 
[0 6 19] 

^i^^iS-^^ ^ n * 7'-t;V4 7 =Sr, 20 mL^)^nn*;VA|:IiSL, 60 
tB»?L# 0.45 ^m^r/^V^-fH-^IU n-*y--J^*# 
^7>f- @fi^^®(GC-MS,^#QP-5050. EIft)^*fU PHB 

[0 6 2 0] 

u<7)PHBWi^;v-/N , -U"y3>^a-7b^77'f- 

BitE# 2004-3050037 



t&m. 2003-127503 



^-v: 238/ 



(GPC ; mv-HLC-8020, ; tf'J^-^**^ h V-PLgel MIXE 

D-C(5//mK il^nnw, tf^Ar&Jt; 40 T\ #'J^fV>«i) 
Hi ^MtTt^m. W*^lMn= 72,000 "CAofco 
[0 6 2 1] 
(^SJfcfll 12 6) 

b\,z£*)fojMBV>&*'^<^fc° 0-1 M'J>^f7T- (pH7. 

o) n i w/v%o#y e-;vr;v3-;K ttsa^sits (D 5mi> (r)-3- 

t: KD^y/f'J ;VCoA • T;vKV • OHO ?±®0 l g 

% ^>lfc.yiT;V7^ > (S i gmaliS) 1 0 OmgZUQX-mmVtzfcmmOOia 

in, />a**y^>f4f- (**^#*t u^f^) bn» -etw^L 

OO, TftfBW/OS^^v 3 >32ml£&AU W/O/WSxvjV^ a > £: L 

iHt:^fV>^?^ SufcUtPHAfcHftfC, W?n#y* 

Lfr&> 0.1 %Tween80 >fagFifc-C??5Mifc U &*tf£&U »*^0*^>f 
^ n * ^-b;vftf T-t* I) ^ n * ^-b;v 4 8 fc»fc 0 ^^^*tt 

[0 6 2 2] 

1 6i:^t. ^i8tt-r>f^n*-/-t;w4 8 Sr. 20 mL<D^n 

n*/l/Afc»?»U 60 TCT 20 l^raa^frWfe«:«^i-*PHBSr«lWt3t 
o «lffi?8L*?LS 0.45 J umOr/^V>7^^-^lU n-*i;-.x^# 

^97^ — fiMtt(GC-M S f ft#QP -5050. Effi)«L, PHB 
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n*^-b;H8 v>tm<n±i&frte PRBx^^^t U £<, 

[0 6 2 3] 

G P C ; m V - H L C-8020. *7A ; * e, j7-7*'7 f'J-P Lgel MIX E D 

-c(5/um)> ?oow, ^^Aiajg; 40 *c, *° 'j* if- v 

J: OffFffiLfctt*, m¥^ : f-»Mn= 71,000 "Cfcofco 
[0 6 2 4] 
GUfcflll 2 7) 

agiLfclfex ^#i 6~i sr^spL-c&v^o. i%5jf;e-;v7;v3-;v (e 

G-40. B*#Jfcffc3MR) ZmffiLfzO.l MV>m.^v7T-(pH 7.0)10 0m 
lH^AU 9 -\£>m**= (Witl) «rfflv^ 7 0 0 0 rpm-e 

(1) 5ml, (R)-3-t Kn^y/f J^CoA(y^*v • T^F'j 7 
f- • 1 g, ^(Sigma*fc»)0.1g£i®lJIK 

$£8*U mart 3 B$F»^t«ttPHAO^i:y^ nn^ 
ffv\ -/ftffitf i:iiLtv^PHA^@{^^t, 1 5 0 0 r pmt*t*I 

•SHU &3£t U4 I ^ft'7'f^n*7 , -b^4 9 £#£ 0 iO^Si&teW * 
[0 6 2 5] 

# «b -7 y{ ? n * y-t from* & yt^mmms z xm=HAim k * o mm l 

[0 6 2 6] 

£ £:> >4>^?&14*7'f ?n#y-t:;V4 9 20 mLO^nD*^At:J8j)5U 60 

°c-e2o mmw$vxmtL*m&-r%>-PKB*i&mLtzo mmm^im 0.45 ? 

L fSi:|ot^ VS'XSrfrV^ ^^D-7h^7 7^--fi^ 
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#r§S1t(GC-MS,fti*QP-505<k El8c)T?5fr*fU PHBtc^iti**^^- 

t (Dfewmmm— c* a £ «b , # e> ^^^^^ -f * a * v -t 

[0 6 2 7] 

GPC; ^V-HLC-8020, ; h y-P Lgel MIXED 

-C(5/im), »|;^n*K 777A^Jg; 40 "C, #V ^V^fcHOfc 
i^lHBUfctt*. m¥^J^fiMn= 75,000 X$>-otz 0 
[0 6 2 8] 
[*1 6] 
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^«!)7 4. 8 8, 9 8, 10 8. 1 2 4 ~ 1 2 7 ^114* 
1. 1 6, 2 6. 3 6. 4 6-4 9, *^iH:ov»T 1 R*%*#1fcift* 
VvHcIj^. J»J»*^L3t J 67*;^flllwlcc i S:aXU S^^l Ot>P^> 0 
^Sfe^Br^lt (B&iMEIrtfcft, EUB-5 6 51, 3. 5MHz iJ-7»2ct$fc 

[0 6 2 9] 

SUfcW 1 8 
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HJfefll7 4, 8 8^ 9 8, 1 0 8, 1 2 4 - 1 2 7 <D*p&fflkii •/•fe^fMK 
1, 16, 26, 36, 46-49, Ztl^frK^^X 1 ®*%7k?#i£& v'J > 
vKM, A^JflL^^T'^S (xfiE& 2 - 3 cm/#, 

SB* <b 1 cmO t C 5 "C#& 1 4 0 if 7 X, flS^E 2 0xjl/Xf7 K/mm) K 1 cc 
iftXU «*«l^»f«1l (Ba«ft»f4±«. EUB-565M, 3. 5 MHz V 

[0 6 3 0] 

m%km 1 9 

7 4 Off^tt* -ft^U^f 1*0. 2 2 /*m 7 4 

<D1 0MM%frn.%Lt LtZo y£-7*>it (6:f, 1 3kg, M) <Z>lk£tttt«tt>£ 
U, *HI^^9-^ttJt* (5 0mg/ml) 2ml&85&Lt\ Mg»Srlfe e ^ 
MICK $tinJfiW±fffr1% IfilTtffofc, 

>m=f-<DfmM0. 5ml£&AL£ 0 $ h H^lWAtt*. 1 Oml££AU 
-x/vrtw$Hfcft*££fc&ALfco &Afih&* @^»®f^S (« 
jef^f^^yXrAXm U-sonic RT 5 0 0 0M, 5 MHz ^JUlT 

tt/co Ht^7 3O0t, #fc*Mirfc*£:i**:^3fc5&>ofco 
[0 6 3 1] 

mtE# 2004-3050037 



#M 2003-127503 



^-v I 242/ 



[0 6 3 2] 

<110> CANON INC. 

<120> Particles comprising polyhydroxyalkanoate including 3-hydroxyalkan 
oic acid unit and medical component 

Perticuls having liquid phase comprising polyhydroxyalkanoate and Produc 
tion method thereof 
<130> 4508036 
<160> 15 

<170> Microsoft Word 
<210> 1 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer for PCR multiplication 
<400> 1 

cgggatccag taacaagagt aacgatgagt 30 
<210> 2 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer for PCR multiplication 
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<400> 2 

cgatctcgag ttaccgttcg tgcacgtacg 30 
<210> 3 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<400> 3 

tgctggaact gatccagtac 20 
<210> 4 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<400> 4 

gggttgagga tgctctggat gtg 23 
<210> 5 
<211> 1680 
<212> DNA 

<213> Pseudomonas cichorii YN2 ; FERM BP-7375 
<400> 5 

atgagtaaca agagtaacga tgagttgaag tatcaagcct ctgaaaacac 50 
cttggggctt aatcctgtcg ttgggctgcg tggaaaggat ctactggctt 100 
ctgctcgaat ggtgcttagg caggccatca agcaaccggt gcacagcgtc 150 
aaacatgtcg cgcactttgg tcttgaactc aagaacgtac tgctgggtaa 200 
atccgggctg caaccgacca gcgatgaccg tcgcttcgcc gatccggcct 250 
ggagccagaa cccgctctat aaacgttatt tgcaaaccta cctggcgtgg 300 
cgcaaggaac tccacgactg gatcgatgaa agtaacctcg cccccaagga 350 
tgtggcgcgt gggcacttcg tgatcaacct catgaccgaa gccatggcgc 400 
cgaccaacac cgcggccaac ccggcggcag tcaaacgctt tttcgaaacc 450 
ggtggcaaaa gcctgctcga cggcctctcg cacctggcca aggatctggt 500 
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acacaacggc ggcatgccga gccaggtcaa catgggtgca ttcgaggtcg 550 
gcaagagcct gggcgtgacc gaaggcgcgg tggtgtttcg caacgatgtg 600 
ctggaactga tccagtacaa gccgaccacc gagcaggtat acgaacgccc 650 
gctgctggtg gtgccgccgc agatcaacaa gttctacgtt ttcgacctga 700 
gcccggacaa gagcctggcg cggttctgcc tgcgcaacaa cgtgcaaacg 750 
ttcatcgtca gctggcgaaa tcccaccaag gaacagcgag agtggggcct 800 
gtcgacctac atcgaagccc tcaaggaagc ggttgatgtc gttaccgcga 850 
tcaccggcag caaagacgtg aacatgctcg gcgcctgctc cggcggcatc 900 
acttgcaccg cgctgctggg ccattacgcg gcgattggcg aaaacaaggt 950 
caacgccctg accttgctgg tgagcgtgct tgataccacc ctcgacagcg 1000 
atgttgccct gttcgtcaat gaacagaccc ttgaagccgc caagcgccac 1050 
tcgtaccagg ccggcgtact ggaaggccgc gacatggcga aggtcttcgc 1100 
ctggatgcgc cccaacgatc tgatctggaa ctactgggtc aacaattacc 1150 
tgctaggcaa cgaaccgccg gtgttcgaca tcctgttctg gaacaacgac 1200 
accacacggt tgcccgcggc gttccacggc gacctgatcg aactgttcaa 1250 
aaataaccca ctgattcgcc cgaatgcact ggaagtgtgc ggcaccccca 1300 
tcgacctcaa gcaggtgacg gccgacatct tttccctggc cggcaccaac 1350 
gaccacatca ccccgtggaa gtcctgctac aagtcggcgc aactgtttgg 1400 
cggcaacgtt gaattcgtgc tgtcgagcag cgggcatatc cagagcatcc 1450 
tgaacccgcc gggcaatccg aaatcgcgct acatgaccag caccgaagtg 1500 
gcggaaaatg ccgatgaatg gcaagcgaat gccaccaagc ataccgattc 1550 
ctggtggctg cactggcagg cctggcaggc ccaacgctcg ggcgagctga 1600 
aaaagtcccc gacaaaactg ggcagcaagg cgtatccggc aggtgaagcg 1650 
gcgccaggca cgtacgtgca cgaacggtaal680 
<210> 6 
<211> 1683 
<212> DNA 

<213> Pseudomonas cichorii YN2 ; FERM BP-7375 
<400> 6 



ffiSE#2 004-3050037 



mm 2003-127503 



"t-i? I 245/ 



atgcgcgata aacctgcgag ggagtcacta cccacccccg ccaagttcat 50 
caacgcacaa agtgcgatta ccggcctgcg tggccgggat ctggtttcga 100 
ctttgcgcag tgtcgccgcc catggcctgc gccaccccgt gcacaccgcg 150 
cgacacgcct tgaaactggg tggtcaactg ggacgcgtgt tgctgggcga 200 
caccctgcat cccaccaacc cgcaagaccg tcgcttcgac gatccggcgt 250 
ggagtctcaa tcccttttat cgtcgcagcc tgcaggcgta cctgagctgg 300 
cagaagcagg tcaagagctg gatcgacgaa agcaacatga gcccggatga 350 
ccgcgcccgt gcgcacttcg cgttcgccct gctcaacgat gccgtgtcgc 400 
cgtccaacag cctgctcaat ccgctggcga tcaaggaaat cttcaactcc 450 
ggcggcaaca gcctggtgcg cgggatcggc catctggtcg atgacctctt 500 
gcacaacgat ggcttgcccc ggcaagtcac caggcatgca ttcgaggttg 550 
gcaagaccgt cgccaccacc accggcgccg tggtgtttcg caacgagctg 600 
ctggagctga tccaatacaa gccgatgagc gaaaagcagt attccaaacc 650 
gctgctggtg gtgccgccac agatcaacaa gtactacatt tttgacctca 700 
gcccccataa cagcttcgtc cagttcgcgc tcaagaacgg cctgcaaacc 750 
ttcgtcatca gctggcgcaa tccggatgta cgtcaccgcg aatggggcct 800 
gtcgacctac gtcgaagcgg tggaagaagc catgaatgtc tgccgggcaa 850 
tcaccggcgc gcgcgaggtc aacctgatgg gcgcctgcgc tggcgggctg 900 
accattgctg ccctgcaggg ccacttgcaa gccaagcgac agctgcgccg 950 
cgtctccagc gcgacgtacc tggtgagcct gctcgacagc caactggaca 1000 
gcccggccac actcttcgcc gacgaacaga ccctggaggc ggccaagcgc 1050 
cgctcctacc agaaaggtgt gctggaaggc cgcgacatgg ccaaggtttt 1100 
cgcctggatg cgccccaacg atttgatctg gagctacttc gtcaacaatt 1150 
acctgatggg caaggagccg ccggcgttcg acattctcta ctggaacaat 1200 
gacaacacac gcctgccggc cgccctgcat ggtgacttgc tggacttctt 1250 
caagcacaac ccgctgagcc atccgggtgg cctggaagtg tgcggcaccc 1300 
cgatcgactt gcaaaaggtc accgtcgaca gtttcagcgt ggccggcatc 1350 
aacgatcaca tcacgccgtg ggacgcggtg tatcgctcaa ccctgttgct 1400 
cggtggcgag cgtcgctttg tcctggccaa cagcggtcat gtgcagagca 1450 
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ttctcaaccc gccgaacaat ccgaaagcca actacctcga aggtgcaaaa 1500 
ctaagcagcg accccagggc ctggtactac gacgccaagc ccgtcgacgg 1550 
tagctggtgg acgcaatggc tgggctggat tcaggagcgc tcgggcgcgc 1600 
aaaaagaaac ccacatggcc ctcggcaatc agaattatcc accgatggag 1650 
gcggcgcccg ggacttacgt gcgcgtgcgc tga 1683 
<210> 7 
<211> 29 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer for PCR multiplication 
<400> 7 

ggaccaagct tctcgtctca gggcaatgg 29 
<210> 8 
<211> 29 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer for PCR multiplication 
<400> 8 

cgagcaagct tgctcctaca ggtgaaggc 29 
<210> 9 
<211> 29 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer for PCR multiplication 
<400> 9 

gtattaagct tgaagacgaa ggagtgttg 29 
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<210> 10 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer for PCR multiplication 
<400> 10 

catccaagct tcttatgatc gggtcatgcc 30 
<210> 11 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer for PCR multiplication 
<400> 11 

cgggatccag taacaagagt aacgatgagt 30 
<210> 12 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer for PCR multiplication 
<400> 12 

cgatctcgag ttaccgttcg tgcacgtacg 30 
<210> 13 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Primer for PCR multiplication 
<400> 13 

cgggatcccg cgataaacct gcgagggagt 30 
<210> 14 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer for PCR multiplication 
<400> 14 

cgatctcgag gcgcacgcgc acgtaagtcc 30 
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